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2127. Some Public Health Problems in Nuclear Fission 
Operations 

A. E. GORMAN and A. WoOLMAN. American Journal of 
Public Health [Amer. J. publ. Hith| 39, 443-453, April, 
1949. 7 refs. 


The United States Atomic Energy Project, which has 
grown so enormously in such a short time, has created 
sanitation problems of immense importance to public 
health. These problems are such that well-established 
hygienic principles are applicable only up to a point; 
many new lines of approach had to be sought. New 
methods have been evolved to protect the health, not only 
of very considerable numbers of people engaged on the 
project, but also of the general public. The impact of 
this new industry will undoubtedly be felt by whole 
nations. 

This paper is a broad appraisal of the health implica- 
tions of nuclear fission and its sequelae. It embodies a 
clear exposition, in non-technical language, of the facts 
relating to the project. Emphasis is laid upon the need 
which now exists for training sanitation workers in these 
new aspects of their task. Large communities of people 
have been gathered into formerly sparsely inhabited 
regions. Thus, at the outset, a formidable problem in 


_ housing, drainage, sanitation, and water supply is pre- . 


sented, and to this must be added the effect of building 
large chemical and engineering plant of great complexity 
and novel design. The processing of uranium on a vast 
scale involves new industrial health hazards because of 
radioactivity, at the same time creating grave problems of 
effluent disposal. The uranium pile itself is an entirely 
new type of plant in which a nuclear “ chain reaction ” 
is maintained. Radiations of unprecedented intensity 
are evolved in the process, and the end-product is plu- 
tonium, a dangerously radioactive metal, recently created 
and not found in nature. Intermediate “ fission pro- 
ducts ’’, highly radioactive and often gaseous in form, 
demand disposal. A water-cooled pile requires enor- 
mous quantities of water, and its effluent is heavily con- 
taminated with radioactive substances. Similarly, an 
air-cooled pile contaminates great volumes of air, thus 
creating a serious problem requiring the co-operation 
of meteorologists. Pile operatives have to be highly 
trained, carefully protected by shielding and remote- 
control devices, and kept under strict medical surveillance. 
The new science of health physics has rapidly reached a 
high degree of specialization. ‘‘ Monitors” use elec- 
trical counting and measuring instruments to estimate 
radiation, and their task is to restrict the exposure of 
Personnel to within various tolerance limits laid down by 
M—2L 


research workers. The manufacture of radioactive 
isotopes is no mere scientific curiosity but is a growing 
commercial concern; their applications in industry are 
even wider than in medicine. 

Atomic energy and its implications must now be con- 
sidered in any large-scale public health plan. The 
hazards of radioactivity will eventually command almost 
as much attention as those of infection, and must be 
included in the province of the sanitary engineer and 
public health expert. T. E. Graham 


2128. An Account of an Experiment in Two Day Nurseries 
J.Z. Garson. Medical Officer [Med. Offr] 80, 195-197, 
Oct. 30, 1948. 4 refs. 


It has been said that children who attend day nurseries 
are not as healthy as those who do not. The author 
examines this contention and concludes that, while it is 
true in part, the only alternative to day nurseries would be 
to give working mothers grants or pensions in order that 
their children could be looked after at home, and this is 
considered to be even more unsatisfactory. Day nur- 
series provide care, companionship, good food, and play - 
with children of comparable age which, as a rule, cannot 
be provided in the home. The aim should be to reduce 
the drawbacks and dangers of day nurseries to a mini- 
mum, and the author considers that if the ubiquitous 
mucopurulent nasal discharge of children in day nurseries 
could be cleared the incidence of infectious illness would 
be reduced. With this in view an experiment was carried 
out in a day nursery consisting of a private house adapted 
for the purpose. The children were inspected as a 
routine every week and all cases of bilateral rhinorrhoea 
were treated with nasal drops of “ argyrol” (silver 
proteinate) 5% and ephedrine 0-25% in normal saline, 
unilateral cases being examined at the welfare clinic to 
exclude foreign bodies and diphtheria. Another day 
nursery, specially built and with better working condi- 
tions and staffing, was used as a control. Here, the 
children were medically examined and treated only when 
the need arose although the nursery was visited 4 times 
a week. The children entering both nurseries came from 
the same district. It was found that in the former 
nursery there was considerably less infectious illness, 
particularly of the respiratory tract, than in the control 
nursery. 

It is suggested that the nasopharynx is frequently 
unhealthy in the lower income groups, owing to neglect 
or ignorance of domestic hygiene associated with over- 
crowding and other bad social conditions. In two 
privately run kindergartens visited by the author the 


513 


514 HYGIENE AND PUBLIC HEALTH 


children were very fit and seemed to resist infectious 
illness easily; he concludes, therefore, that it is the home 
conditions that are to blame for the high incidence of 
infection amongst the children in public day nurseries. 
The author considers that day nurseries serve a vital 
function, but that there should be constant medical 
supervision and that nasal toilet should be carried out 
whenever necessary. A. Trevor Jones 


2129. Immunity to Diphtheria Induced by a Booster Dose 
of Alcohol-refined, Alum-precipitated Toxoids. Based on 
a Study of Fifty-nine Allergic Children 

H. G. Rapaport and M. M. PESHKIN. Annals of Allergy 
[Ann, Allergy] 7, 165-169, March-April, 1949. 4 refs. 


The search for a diphtheria toxoid evoking a minimum 
incidence of undesirable reactions in allergic children led 
to the use of the alcohol-refined, alum-precipitated toxoid, 
prepared by the method of Pillemer (Science, 1947, 105, 
102). The non-antigenic nitrogen content amounted to 
less than 0-1 mg. per 100 ml. and the solutions were 
practically free from bacillary protein. Stability was 
obtained by addition of glycine. Alum content was 
6 mg. per dose, the intradermal dose being 0:5 ml. In 
59 allergic children inoculated with the material after 
previous immunization against diphtheria the antitoxin 
response was most favourable. The antitoxin titre 
after the injection was on an average 123 times that 
existing before the booster dose was given. The titre 
ranged from 0-1 unit to 128 units per ml. of blood. The 
maximum response was present 2 months after the 
administration of the booster dose. Scratch tests with 
the undiluted toxoid gave negative results. Local and 
systemic reactions were negligible. Combination of this 
diphtheria toxoid with tetanus toxoid gave the same 
favourable results. It thus appeared that this method of 
purification eliminated the allergenic and anaphylactoid 
fractions from the toxoid, but did not interfere with the 
immunizing properties. Kate Maunsell 


2130. Epidemic of Diphtheria in Athens, Greece, During 
the Winter 1946-1947 

C. CHoremis, N. Zervos, K. PADIATELLIS, P. PAPA- 
DIMITROPOULOS, and M. NIKOLETTOU. American Journal 
of Diseases of Children [Amer. J. Dis. Child.) 77, 437-449, 
April, 1949. 1 fig., 13 refs. 


2131. Importance of Antigenic Composition of Influenza 
Virus Vaccine in Protecting against the Natural Disease. 
Observations during the Winter of 1947-1948 

J. E. Sack and P. C. SurtAno. American Journal of 
Public Health |Amer. J. publ. Hlth] 39, 345-355, March, 
1949. 4 figs., 15 refs. 


In epidemics of influenza during 1943-44 and during 
1945-46 it was found that subcutaneous inoculation with 
a suitable vaccine did produce some degree of immunity. 
When, however, the same procedure was used in 1946-47 
vaccination seemed to be without effect, and it was 
suggested that the then causative virus was antigenically 
different from the virus antigens included in the vaccine. 
These results made further investigations on personnel 


of military units necessary during the season 1947-48, 
and it is with these that the paper is concerned. 

Two vaccines were prepared, both containing repre- 
sentative strains of type A and type B viruses, but to one 
there was added the variant strain isolated during the 
1946-47 epidemic and called “type A prime”. The 
entire population were allocated serial numbers, those 
with odd numbers receiving one type of vaccine and even 
numbers the other. It was subsequently found that 
among those who had been immunized with the vaccine 
containing the A-prime antigen there were 100 fewer 
cases of respiratory infection. Serological tests on sera 
taken during the acute and convalescent phases of the 
disease showed that a small proportion of individuals 
must have actually suffered from influenza and, further, 
these serological studies showed that the prevalent virus 
was related to the A-prime sub-group present in only one 
of the vaccines. J. Smith 


2132. Report on an Outbreak of Influenza in the Army 
D. G. MiLne and J. D. CRUICKSHANK. British Medical 
Journal (Brit. med. J.] 1, 571-572, April 2, 1949. 1 fig. 


During January and February, 1949, there was an out- 
break of influenza amongst the Army units stationed in 
the Mid-West District of England and Wales, 646 cases 
being notified. The disease was of sudden onset and 
short duration and at the end of 4 days the temperature 
was usually normal. Sequelae were absent. Labora- 
tory investigation demonstrated that the disease was 
type A influenza. Treatment and preventive measures 
are described. A. Michael Critchley 


2133. Complications of Vaccination Against Smallpox 
M. GREENBERG. American Journal of Diseases 0 
Children [Amer. J. Dis. Child.| 76, 492-502, Nov., 1948. 
20 refs. 


After a small outbreak of smallpox in New York 
during March and April, 1947, approximately 5,000,000 
of the city’s residents were vaccinated within about a 
month. In arandom sample of 23,626 vaccinated per- 
sons, fairly representative, according to the author, of the 
age, sex, and race distribution within the city, positive 
reactions appeared in 74%. Of 49 cases of post-vaccinal 
encephalitis originally reported, in 4 cases subsequent 
necropsy showed death to be due to other causes. Of the 
remaining 45 patients, 4 died; in none of these were the 
typical post-mortem appearances found: there was 
congestion in only 2 brains, and cuffing of blood vessels 
in the other 2, but no demyelination was seen in any 
specimens. Even if in all 45 cases the diagnosis 1s 
assumed to have been correct, the incidence of 1 in 
110,000 vaccinated persons and a fatality rate of under 
9% are both considerably below previously reported 
figures. The author collected 45 cases of generalized 
vaccinia; 17 of these patients had been vaccinated, and 
intimate contact with vaccinated persons was established 
in all but one of the others. Of these 45, 38 had pre- 
existing eczema. There were 2 deaths, both in infants, 
aged 4 and 6 months respectively, who had not been 
vaccinated. No cases of tetanus fellowing vaccination 
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were reported. The occurrence of false-positive reactions 
in diagnostic blood tests for syphilis was investigated: 
of 133 non-syphilitic persons tested by four different 
tests, 12 showed positive reactions, but in only one of 
these were all four tests positive. Preliminary results of a 
survey of infants of mothers vaccinated during the first 
four months of pregnancy showed no larger incidence of 
congenital defects than in a control group. 
W. G. Harding 


2134. Low Temperature Treatment of Pork. Effect of 
Certain Low Temperatures on Viability of Trichina 
Larvae 

S. E. Goutp and L. J. Kaasa. American Journal of 
Hygiene [Amer. J. Hyg.] 49, 17-24, Jan., 1949. 7 refs. 


In 1947 the U.S. Department of Agriculture issued 
rules for the refrigeration of pork products to be con- 
sumed uncooked, in order to ensure the killing of live 
trichina larvae. For pork packed in diameters of not 
more than 6 inches (15 cm.) prescribed temperatures are: 
5° F. (— 15° C.) for 20 days, or —10° F. (—23-3° C.) for 
10 days, or —20° F. (—28-9° C.) for 6 days. Ina large 
series of experiments the authors placed trichinous pork 
weighing from 280 to 1,550 g. into refrigerators and 
determined the periods of exposure at different tempera- 
tures required to kill the larvae in the centre of the meat. 
They showed that much shorter periods were effective for 
the killing of trichina larvae, especially at lower tempera- 
tures—for example, —27° C. (—16-6° F.) for 36 hours, 
—30° C. (—22° F.) for 24 hours, —33° C. (—27-4° F.) 
for 10 hours, —35° C. (—31° F.) for 40 minutes, —37° C. 
(—34-6° F.) for 2 minutes—and they suggest that a com- 
prehensive investigation should be undertaken into the 
effectiveness of short-time refrigeration at low tempera- 
tures, which may well be of commercial advantage. 

W. G. Harding 


2135. The Spread of Leprosy from Antiquity to the Present . 


Day. (L’expansion de la lépre de l’antiquité a nos jours) 
R. CHAUSSINAND. Acta Tropica [Acta trop., Basel] 6, 
105-119, 1949. 48 refs. 


Where leprosy first started and the beginnings of its 
spread through the world are unknown. According to 
some authors it was known as “ Kushta ” in the Rig Veda 
and the Atharva Veda, and a study of these texts shows 
that it was regarded as a serious disease: thus marriage 
into a family stricken with this malady was forbidden. 
The Sushruta Samhita (600 B.c.) gives a definition of the 
symptoms, treatment, and aetiology of a condition which 
appears to be identical with leprosy. ‘‘ Vat-Ratka” or 
“Vat-Shonita” is characterized by hyperaesthesia, 
tingling sensations, anaesthesia, suppression of sweating 
on the anaesthetic areas, ulcerations, and contractures. 
“Kushta”’, a skin affection, is characterized by anaes- 
thetic patches and erythematous rashes and regarded as 
very contagious. The oil of a plant, Tuvarka, was given 
orally and by external application, and it may be noted 
that Tuvarka grows in areas where Hydnocarpus 
wightiana is common. From India the disease appears 
to have spread westwards to Persia, Chaldea, and the 


Mediterranean, and eastwards to the Malay Archipelago 
and China. According to Herodotus this disease was 
prevalent in Persia in the fifth century B.c., and quaran- 
tine restrictions and segregation were in force. 

The word Zarath frequently used in Leviticus em- 
braces a group of different conditions not closely related, 


and biblical descriptions of leprosy appear often inexact 


and confused. According to Tacitus the Jews were 
driven out of Egypt because they were infected with this 
disease, but it is impossible to show definitely by a study 
of the Bible that leprosy was prevalent in the time of 
Moses. Leprosy is apparently not mentioned in the 
Ebers papyrus; it is, however, probabte that it was 
endemic in Egypt in the time of the Pharaohs. The 
Phoenicians are thought to have spread leprosy all over 
the shores of the Mediterranean, and the Persian wars 
and the expeditions of Alexander the Great helped to 
extend it in the eastern parts of this sea. The “ lepra” 
described by Hippocrates is probably not true leprosy, 
but the affection mentioned by Aristotle as “‘ satyriasis ” 
probably is. 

During the first and second centuries A.D. leprosy 
spread through Gaul and-Germany, a little later through 
Spain; after the fall of Rome the British Isles, Scandi- 
navia, and the Baltic countries were invaded. Leprosy 
reached its peak in western Europe in the twelfth and 
thirteenth centuries. Opinions vary on the part played 
by segregation in the rapid decline in the fourteenth 
century; its efficacy has been doubted by many. Some 
authors explain the decline on the grounds that elimina- 
tion of predisposed subjects leads to a progressive increase 
in racial resistance, which is hereditarily transmitted. 
The present endemicity in other parts of the world may 
represent a second wave of infection. The cessation of 
the Crusades and the great pandemic of plague, when 
lepers were probably carried off in greater proportion 
than the surrounding healthier population, were con- 
tributory factors. Improvement in general hygiene, 
conditions of life, and feeding was probably the most 
important reason for the decline of the disease. 

Leprosy at the present time is one of the chief scourges 
of humanity, the total number of lepers in the world 
being estimated at from two to seven millions. Asia 
is the most important focus, and no part of this 
continent is known to be free. Africa is universally 
infected, the parts most affected being West and 
Central Africa. Oceania comes third in importance, 
the Sunda Islands, the Moluccas, Celebes, Borneo, and 
the Philippines having nearly 300,000 lepers, while New 
Guinea, Fiji, Tahiti, and Hawaif are also highly infected. 
New Zealand is practically free and Australia very slightly 
affected. Central and South America together with the 
West Indies come next. In the United States there are 
said to be 1,500 to 2,000 cases, mostly in Louisiana, 
Florida, and Texas. Canada except for the province of 
New Brunswick is free. Occasional cases are found 
practically all over Europe, the number of lepers being 
estimated at from 5,000 to 20,000. Europeans who have 
contracted leprosy in countries where it is common 
usually end their days in their country of origin; others 
may come to Europe in the hope that climatic conditions 
will cause improvement. C. F. Shelton 
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2136. A Short Review of DDT Residual House Spraying 
for Malaria Control in Trinidad 1945-1948 

H. P. S. Gittette. Caribbean Medical Journal (Carib- 
bean med. J.) 11, 6-26, 1949. 5 figs., 7 refs. 


Although in some localities Anopheles bellator is 
responsible for the spread of malaria, the principal 
mosquito vector in Trinidad and Tobago is A. aqua- 
salis (formerly known as A. albipes or A. tarsimaculatus); 
the feeding habits and behaviour of the latter species are 
described. The residual house spraying was carried out 
with a 5% solution of DDT in kerosene, the amount 
deposited on the surfaces being 100 mg. of DDT per sq. 
foot (929 sq.cm.). The procedure used in mass spraying 
is described in detail. Three to five sprayings were 
carried out during the period under review, and the total 
number of houses so treated was 30,000. As A. aquasalis 
has mostly zoophilic feeding habits, it was impossible 
precisely to evaluate the effect of DDT on this species; 
but in those villages and districts where all houses and 
outbuildings (likely to harbour the mosquito) were 
treated with the residual sprays the incidence of, and 
mortality from, malaria showed a significant decline. 
In some villages where the spleen and parasite rates were 
as high as 31-3% before residual spraying (in 1943), the 
rates decreased to 0-8% after the multiple residual spray- 
ing, towards the end of 1948. H. P. Fox 


2137. Cancer and Occupation in the Netherlands 
J. J. Verstuys. British Journal of Cancer [Brit. J. 
Cancer] 3, 161-185, June, 1949. 


INDUSTRIAL MEDICINE 


2138. Pneumeconiosis from Diatomaceous Earth in 
French Kieselguhr Workings. (La pneumoconiose par 
terre de diatomées dans les gisements francais de Kiesel- 
guhr) 

P. Luton, J. CHAMPEIX, and P. Faure. Archives des 
Maladies Professionnelles [Arch. Mal. prof.] 10, 217-231, 
1949. 16 figs., 20 refs. 


The history of pneumoconiosis due to kieselguhr 
is reviewed and comparison is made between the French 
deposits and those found in other countries. The 
material from three quarries in France and three in 
Algeria was of fairly uniform composition and, in con- 
trast to deposits in America and England, had a much 
smaller percentage of impurities. It was thought likely 
that the higher incidence of pneumoconiosis outside 
France could be explained by this difference, since many 
foreign earths contained as much as 20% of quartz 
largely derived from the carapaces of diatoms. The 
French earths were also older and more rounded, and 
tended to agglomerate so that the larger particles did not 
penetrate the bronchi. 

Studies were made of the dusts to which workers were 
exposed and sputa were also examined. The raw 
material was fairly moist, so that little dust rose at the 
working site but more was apparent after drying. The 
free silica content varied from 76 to 42% and at a grinding 
plant ten million particles were found per litre of air. Of 


these five million were smaller than | 2, four million from 
1 to 3 yw, and a million between 3 and 10 yw in diameter, 


Out of 20 workers examined, radiological findings were _ 


normal in 14. The other 6, including a man of 67 
who had been 30 years in the works, had slight changes, 
Some of them had fairly marked respiratory symptoms 
and particularly a poor exercise tolerance. Sputum 
examination confirmed the observation that the particle 
sizes and shapes differed considerably from those 
recorded outside France. It is concluded that diato- 
maceous earth, if fairly pure, does little harm to the 
human lung. Nevertheless traces thereof were found in 
the sputum for a considerable period after dust exposure 
had ceased. G. C. Pether 


2139. Observations on the Relation Between Solubility of 
Silica and Capacity of Mineral Silicates to Produce Sili- 
cosis. (Osservazioni sulla funzione silicotigena dei 
silicati minerali in rapporto alla solubilita della silice) 
L. Peretti. Medicina del Lavoro [Med. d. Lavoro] 40, 
97-106, April, 1949. 30 refs. 


The theory that silicates damage the lung mechanically 
has weakened and a chemical action is now thought more 
probable. Such chemical effect may depend on the 
solubility of the offending substance; smaller particles 
dissolve more readily, so that those under | y in diameter 
are relatively very dangerous. The solubility of quartz 
increases rapidly with alkalinity, especially at pH 6. 
Quartz forms very toxic colloidal hydrosols of high dis- 
persion and solubility. In organic liquids solubility 
increases in the order: urine, cerebrospinal fluid, blood 
plasma, and serous exudates. Tridimite and cristobalite 
are even more soluble than quartz. 

Attempts were made to relate the solubility of silicates, 
occurring in the soil, to their behaviour in the tissues. 
Solubility appears to be directly related to reticular 
crystalline structure and Policard suggests that the more 
alkaline fluids in the lungs have considerable solvent 
effect. Hence much of the mineral residue recovered 
after ashing the lung may be regarded as the insoluble 
constituent of a mixture, part of which has disappeared. 
Alternatively this residue may be a breakdown product on 
the way to complete solution. Prolonged weathering, as 
of the desert sand, removes the more soluble particles and 
the most alkaline so that little dust disease is encountered 
in these vast sandy areas. Serious contradictions are 
met when Policard’s theories are considered in whole and 
in detail. The solubilities of quartz and silicates in the 
upper layers of the earth’s surface (pH 6:5 to 7) are almost 
in direct contrast with their solubilities in blood. 

It is not proven that the toxicity of silicates varies 
directly with their solubility in the soil or in the body 
fluids. But there is much evidence to suggest that the 
toxicity is related to the crystalline structure. The 
suggestion that fresh and old mineral matter, any dif- 
ference being due to weathering on the surface, have 
different degrees of toxicity is not supported. Heywood 
has pointed out that naturally occurring silicate dusts are 
rarely as finely divided as those produced by industrial 
processes. Free silica is definitely dangerous but its 


solubility is reduced in the presence of silicates, hence 
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many apparent contradictions. No satisfactory evidence 
in this controversy can be obtained except from the study 
of workers drilling and working rock of pure silicate 
minerals. G. C. Pether 


2140. The Pathogenicity of Bagasse. II. Effect on 
Rabbits of Prolonged Exposure to Bagasse 

B. GerstL, M. TAGER, and L. W. SZCZEPANIAK. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.| 70, 697-702, April, 


1949. 5 figs., 12 refs. 


The authors stress the obscurity surrounding the exact 
aetiology of the disease known as bagassosis. Various 
factors have been suggested as the cause of the disease— 
the bagasse fibre, fungi and micro-organisms, and the 
high silica content of the fibres—and they have attempted 
a partial solution of the problem by intratracheal in- 
sufflation and by dusting with dried shredded bagasse. 

In rabbits, intratracheal insufflation resulted in the 
development of frequent large pneumonic lesions from 
which Aspergillus was isolated on culture. Autoclaved 
bagasse produced lesions with multinucleated giant cells 
and slight fibroblastic proliferations. Bagasse ash in 
suspension and the benzene-soluble resins in bagasse 
were similarly treated—the ash resulting in a giant-cell 
reaction in the interstitial tissue at the end of 35 days. 


Intratracheal suspension of the resins resulted in a similar 


reaction. The exposure of rabbits to bagasse dust for 
varying periods under conditions simulating the exposure 
of human beings in industry resulted in extensive acute 
inflammatory changes with foci of necrosis in both spleen 
and liver, and the animals developed protracted cough 
and rapidly progressing pneumonia. The authors 
concluded that the inorganic part of bagasse produces a 
long-standing tissue reaction—a foreign-body response. 
It is unlike silicosis and is amenable to healing. The 
pneumonic changes they believe to be due to the micro- 
organisms present on the bagasse. A. J. Amor 


2141. Beryllium—Health Hazards in the Extraction of 
Beryllium Oxide from Beryl and Beryllium Alloy Manu- 
facture 

J. SHILEN, J. F. MELLOR, F. B. KoppeNHAver, J. G. 
CLELAND, A. E. GALLoway, and L. R. Lutz. Industrial 
Medicine [Industr. Med.] 18, 109-113, March, 1949. 
4 refs. 


In 1943 the authors were requested to investigate the 
potential health hazards associated with the extraction 
of beryllium oxide from beryl, a beryllium-aluminium 
silicate, in an industrial establishment in Pennsylvania. 
The atmospheric dusts were collected with the Greenburg- 
Smith impinger (in the following description readings are 
given in parentheses). The process commenced by 
crushing and wet-grinding beryl in a ball mill (average 
beryllium content 1-3 mg. per cubic metre of air; free 
silica could not be demonstrated). The wet ore was then 
transferred to a Lancaster mixer and soda ash and 
sodium fluosilicate were added (fluoride 2-31 mg. per 
cubic metre of air). The mixture was dropped from a 
balcony on to a briquetting table and compressed 


(fluorides 1-34 mg. per cubic metre of air). The briquettes 
were sintered for an hour at 750° C. with formation of 
soluble sodium beryllium fluoride and dumped on to an 
enclosed chain conveyor (fluorides 7-75 mg. and beryl- 
lium 0-59 mg. per cubic metre of air). They were elevated 
to a storage hopper in an adjoining room and then put 


_through a jaw-crusher. The storage hopper funnel 


frequently became clogged and required the attention of 
an operative for periods totalling about one hour in 
each day (fluorides 2-0 to 10-6 mg. and beryllium 0-68 mg. 
per cubic metre of air). The soluble salt was then 
extracted with water, beryllium hydroxide precipitated 
by the addition of sodium hydroxide, and the precipitate 
separated in a filter press. Wet filter cake was burned 
An the calcining furnace and reduced to beryllium oxide 
(beryllium 0-117 mg. per cubic metre during loading of 
the furnace and 0-888 mg. during unloading). For the 
manufacture of copper beryllium alloys, beryllium oxide 
was added to copper oxide and carbon and under the 
action of an electric arc furnace formed the ‘‘ master ” 
alloy. Copper was then added and the whole heated 
to form copper beryllium alloy. Copper beryllium bars 
were cold rolled into coiled strips, bright dipped in nitric 
acid, with evolution of nitrogen peroxide, and cadmium 
plated (oxides of nitrogen averaged 122 parts per million, 
exposure being intermittent). In the foundry ‘“ master ” 
alloy was remelted with additional copper (fluorides 
0-24 mg. and beryllium 0-045 mg. per cubic metre of 
air). 

Ajax induction furnaces were used as reaction vessels 
and occasionally set free large quantities of dense white 
fluoride fumes which were carried by air currents to the. 
melting department (fluorides 2-01 to 8-84 mg. per cubic 
metreofair). Inthe Detroit arc furnace department scrap 
copper beryllium alloy was remelted and poured into 
pigs and ingots. Fluorides were present as contaminants 
from the Ajax furnaces in an average concentration of 
1-03 mg. per cubic metre of air. The maximum allow- 
able concentration for fluorides (U.S.A.) is 2-5 mg. per 
cubic metre of air and for oxides of nitrogen 25 parts 
per million of air. No maximum allowable concentra- 
tion has been established for beryllium. 

The medical investigation consisted in the examination 
of dispensary records over a 2-year period and x-ray 
examination of workers’ chests. From the “ pickling” 
department there were records of 3 cases of respiratory 
illness, one fatal. The latter patient had only had 9 
days’ exposure in oxide extraction, followed by 5 years 
as a cleaner in the pickling room. The death was 
recorded as due to beryllium fluoride exposure but the 
authors suggest oxides of nitrogen as the more likely 
cause. In the other 2 cases radiographs were normal 
after the acute attack. By radiography the authors 
discovered one case of fibrosis of the right lung with 
marked calcification of the lymph nodes at the root of 
the left lung. Ten men from the “‘ melting ” department 
had been treated for respiratory conditions. Of 7 of 
these radiographed one had fibrosis of both lung fields 
and another mild fibrosis and nodulation at the bases. 
Of 6 other men from this department one had mild 
and symptomless fibrosis of both bases. There was a 


high fluoride concentration in the department and later 
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a Detroit operator suffered from an acute chemical 
pneumonitis. Dermatitis and conjunctivitis were the 
only relevant findings recorded in the oxide department. 
In the entire establishment there had been 3 fatalities in 
2 years. 

The authors consider that the greatest hazards in the 
entire plant were encountered in the plating and metal- 
cleaning departments where exposures to nitrous fumes 
were often well above the maximum allowable. Pending 
the publication of factual evidence that beryllium is a 
toxic agent in itself, recommendations are designed to 
reduce the fluoride and nitrogen oxide exposures. 

H. Wyers 


2142. Dermatological Hazards in the Leather Industry— 
Wool-pulling; Belting; Felt and Hair 

M. H. Samitz and P. Mort. Industrial Medicine 
[Industr. Med.] 18, 114-116, March, 1949. 1 ref. 


Continuing their previous report on the causative 
agents and types of eruption occurring in the tanning of 
leather, the authors have completed it by examining wool- 
pulling, belting, and felt and fur industries in Pennsyl- 
vania. Their methods included tours of plants, examina- 
tions of workers, interviews with supervisors and medical 
personnel, and review of office records and statistical 
data. 

In wool-pulling, negroes are mainly employed, and all 
are males. The sheep hides are first soaked in water, 
then water and caustic soda, centrifuged, and dried. 
Placed on a conveyor belt, the flesh sides are painted 
with sodium sulphide solution and then hung up. 
“* Wool-pulling ’’ follows with the hide placed over a 
“* beam ” or semicircular board at 90 degrees to the waist. 
The wool is graded, dried, washed in soap and soda ash 
or bleached in hydrogen peroxide, dried, and baled. 
The unhaired hides are then soaked in sodium sulphide 
solution, washed to remove hair and sodium sulphide, 
and “ bated ”’ to make them more permeable for tanning 
by placing them in baths containing an enzyme. After 
neutralization they are pickled in salt and sulphuric acid, 
dried, and graded. Workers wear hip-boots, rubber 
gauntlets, rubber aprons, and, if painting with sodium 
sulphide, goggles. Many processes are mechanical. 
The incidence of dermatitis is low. Burns of the face 
and legs from sodium sulphide and sulphuric acid are 
occasionally reported. There has been no case of anthrax 
since 1941. 

In belting white male workers predominate. The hide 
is first ‘‘ split’? mechanically, then held against high 
velocity revolving blades in the * whiting ” process, and 
the end “* scarfed ’’ and cemented to a similar end with a 
secret cement. After pressing, the flesh sides of two 
leather strips are covered with cement, again pressed, and 
trimmed. In manufacturing leather washers and pack- 
ings, the hides are cut into disks with knives and sent to 
the “* felling ’” room for impregnation with various waxes. 
The incidence of dermatitis is low; it is usually due to 
splash burns from molten wax. No sensitivity to leather, 
cement, or waxes was noted. Callosities on the fingers 
of trimmers are stigmata of the trade. 


In the felt and hair industry approximately 40% of © 


employees are negroes and 10% females. The hair of 
goats and cattle is used almost exclusively. The hair 
is washed in strong alkaline soap solution, removed 
manually, wrung out, steam-dried, and pressed into bales 
for sale or storage. After various processes the hair js 
sized with a compound containing latex rubber, tapioca 
flour, gum, dextrin, and caustic soda. After further 
processes it is steam-dried, trimmed, and wrapped. 
Although the atmosphere is laden with dusts, no dermatitis 
has been observed from this cause. During the summer 
months all those employed in the wash room develop a 
folliculitis of the forearms, probably due to contact of 
the dirty hair with the sweaty forearm. _ 

The authors publish figures of the incidence of derma- 
titis in the leather industry from 1941 to 1947 inclusive, 
From the dermatological point of view the records are 
incomplete and inaccurate. In this period, dermatitis 
encountered in the leather industry represented approxi- 
mately 3-4% of all cases in Pennsylvania. The anthrax 
rate was 0-78% for all industries and 23-3% for the cases 
of dermatitis in the leather industry. H. Wyers 


2143. Fatalities among Workers in a Detonator Factory, 
(Einiges zu den Todesfallen und itiber die zum Tode 
fiihrenden Erkrankungen der Arbeiter der Ziindkapsel- 
fabrikation) 

E. LEDERGERBER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 79, 263-267, March 26, 
1949. 1 fig., 17 refs. 


The toxic substances handled by the workers were 
mercury, nitric acid, and alcohol (mercury fulminate). 
Renal affections were most frequently encountered, 
chiefly nephrotic syndromes with or without the usual 
signs of mercury poisoning (lassitude, headache, nervous- 
ness, sexual impotence, insomnia, loss of weight). 
Transient leucocytosis, lymphocytosis, and anaemia were 
often seen. It is suggested that cases of acute myelo- 
blastic leukaemia and one of Hodgkin’s disease observed 
among the workers in the factory may also have been the 
result of industrial poisoning. 

G. Hemmeler (Excerpta Medica) ° 


2144. Silicosis in Steel and Iron Cleaners. [In English] 
P. EsKILDSEN. Acta Medica Scandinavica [Acta med. 
scand.] 135, 25-33, 1949. 15 refs. 


2145. The Chronic Arsenic Poisoning of Vine-dressers. 
(Die chronische Arsenvergiftung der Winzer) 

K. H. ButzeNGEIGER. Arztliche Wochenschrift (Arztl. 
Wschr.] 4, 365-369, June 30, 1949. 5 figs., 5 refs. 


2146. An Extreme Case of Lead Gout in a 34-year-old 
Man. Medico-social Implications. (Un cas extréme de 
goutte saturnine chez un homme de 34 ans. Déductions 
médico-sociales) 

—. WEISSSENBACH, —. TARA, —. FRANCON, —: 
CAVIGNEAUX, —. CHARLES, and —. Fucus. [Acta 
Physiotherapica et Rheumatologica Belgica [Acta physio- 
ther. rheum. belg.) 4, 112, March-April, 1949. 
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Physiology and Biochemistry | 


2147. Basal Metabolism at the Menopause 
M. E. Cottetr. Journal of Applied Physiology {J. appl. 
Physiol.] 1, 629-636, March, 1949. 7 figs., 13 refs. 


A series of determinations of the basal metabolic rate 
was made on the same subject at the ages of 35, 45, 46, 
47, 48, and 60, so that in all 30 menstrual cycles were 
covered. It was found that the basal metabolic rate fell 
from —12 to —18% at the menopause, when a loss of 
weight also occurred. Before the menopause the meta- 
bolic cycle showed two low points—one simultaneous 
with the menstrual flow and the other with ovulation. 
At the menopause the oestrogen and progesterone phases 
became irregular, and finally only an oestrogen phase 
appeared. In another subject small doses of oestrogen 
raised the basal metabolic rate, reduced the hot flushes, 
and checked the menopausal weight loss. The effect 
of hot flushes on breathing, basal metabolic rate, and 
skin temperature was observed. H. E. Holling 


2148. Stability of Serum Ac-Globulin 

R. C. Murpuy, A. G. WARE, and W. H. SEEGERS. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 69, 216-217, Nov., 
1948. 1 fig., 9 refs. 


Human blood was withdrawn and immediately centri- 
fuged at 3,000 revolutions per minute for 10 minutes. 
The serum was removed and stored at 5° C. and was 
analysed for serum Ac-globulin after intervals of 15, 90, 
180, and 300 minutes. The serum diluted 1,400 times 
was incubated for varying time intervals with purified 
bovine prothrombin in the presence of optimal concen- 
trations of thromboplastin and calcium. The amount of 
thrombin formed was measured by the time required for 
a clot to form on the addition of fibrinogen. This time 
is held to be inversely proportional to the concentration 
of Ac-globulin. Within 300 minutes, less than one-third 
of the Ac-globulin activity remained, and the loss was 
greater when storage was at room temperature. The 
authors consider that this may be due to the action of 
thrombin and that the stability characteristics of serum 
Ac-globulin tend to confirm the suggestion that it is 
identical with factor VI described by Owren. 

J. Maclean Smith 


2149. The Measurement of the Total Lung Volume and 
Breathing Capacity 

J. C. Gitson and P. HuGu-Jones. Clinical Science 
[Clin. Sci.] 7, 185-216, April, 1949. 6 figs., 36 refs. 


As part of a study of lung volumes in cases of pneumo- 
coniosis, the authors compared a helium dilution method 
and a nitrogen elimination method for measuring 
functional residual air in 13 patients with pneumoconiosis 
and in 4 normal males. The results of the two methods 


agree to within their random errors—the standard error 
being approximately 100 ml.—up to a functional residual 
air of 4-5 litres. For practical reasons the helium method 
was preferred. Methods of measuring the vital capacity 
were also studied. The results of 289 readings on 17 
subjects combined with 400 readings on one other subject 
led to a redefinition of vital capacity as the mean rather 
than the maximum of a series of observations. The use of 
a simple spirometer was found to be at least as accurate 
as spirograms (standard error approximately 100 ml.). 
Complemental air was measurable with greater accuracy 
than reserve air and showed greater change in pneumo- 
coniosis. Measurement of the “radiological chest 
volume ”’ for predicting ‘‘ normal” values is discussed, 
and data are given bearing on its accurate estimation. 
Determination of the maximal breathing rate in litres per 
minute showed a greater degree of change than occurred 
in the vital capacity in pneumoconiosis; both tests were 
equally sensitive. The experiments suggest that vital 
capacity, maximal breathing capacity, and residual air, 
expressed as a percentage of total lung volume, may be 
useful indices of disturbed lung function in the pneumo- 
coniosis of coal-miners. R. A. Gregory 


2150. Reaction of the Thyroid to Pituitary Thyrotrophic 
Hormone. I. Influence of the Adrenal Cortex. (La 
reazione tiroidea all’ormone tireotropo preipofisario) 

E. Archivio E. Maragliano” di e 
Clinica [Arch. “ E. Maragliano”’ Pat. Clin.| 4, 1-12, 
Jan.—Feb., 1949. 6 figs., 42 refs. 


2151. The Urinary Excretion of Neutral 17-Ketosteroids 
in Middle-aged and Old Men 

E. Kirk. Journal of Gerontology {J. Gerontol.] 4, 34-38, 
Jan., 1949. 2 figs., 10 refs. 


The author determined the daily excretion of neutral 
17-ketosteroids in the urine of 77 men between the ages 
of 40 and 97 years who were inmates or patients of the 
St. Louis City Infirmary and Infirmary Hospital. All were 
free from Addison’s disease, adrenal tumours, Sim- 
monds’s disease, and acromegaly, and none had recently’ 
received sex hormones or undergone a surgical operation. 
The 24-hour specimen was collected in a bottle with 
15 ml. of concentrated hydrochloric acid and 5 ml. of 
benzol. One litre of this was boiled for 30 minutes with 
40 ml. of concentrated hydrochloric acid in a reflux 
condenser. On cooling, the sample was extracted with. 
300 ml. of warm benzol for 14 to 16 hours. Phenolic. 
steroids were then removed by washing twice with 25 ml. 
of saturated sodium bicarbonate and five times with. 
20 ml. of 2N sodium hydroxide. After washing twice . 
with water and distilling off the benzol, the residue was . 
dissolved in 20 ml. of 95% alcohol. The metadinitro- 
benzene method of analysis was applied to 0-2 ml. of - 
the alcoholic extract, and the results were plotted on a. 
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graph. A definite decrease in the steroid excretion with 
age was noted, this finding agreeing with those of other 
workers. Morag L. Insley 


2152. Sleep. (Le sommeil) 
C. Kayser. Journal de Physiologie [J. Physiol., Paris) 
41, 1-60, 1949. 15 figs., bibliography. 


2153. Sleep as a Physiological Function. (Le sommeil 
comme fonction physiologique) 

W. R. Hess. Journal de Physiologie [J. Physiol., Paris] 
41, 61-67, 1949. 


2154. Proprioception and the Motor Cortex 
E. GeLLHORN. Brain [Brain] 72, 35-62, March, 1949. 
20 figs., 10 refs. 


This is a study of the effect of proprioceptive impulses 
from the muscles of a limb upon the response of those 
muscles to electrical stimulation of the motor cortex. 
The muscular activity was recorded by electromyograms, 
the records being qualitative (although usually calibrated 
in microvolts). Stimulation of the cortex was at near- 
threshold level, the localization being by the Horsley— 
Clarke stereotaxic instrument. 

The response of a muscle to weak cortical stimulation 


is greatly increased when its initial length is increased by . 


adjusting the relevant joint. For a given position the 
muscular activity is greater if the joint is fixed than if it is 
allowed to move. The muscles acting on the elbow, 
wrist, knee, and ankle were studied. Reciprocal in- 
nervation was demonstrated. For example, in one case 
with the elbow at 45 degrees the triceps showed activity 
while the biceps showed none. With the elbow at 
145 degrees stimulation of the same cortical point 
produced no activity in the triceps while biceps activity 
was greatly increased. Stimulation of cortical points 
caused activity in certain constant combinations of 
muscle groups. Thus, triceps and flexor carpi contracted 
together, biceps with extensor carpi, and the hamstrings 
with the tibialis group (quadriceps and gastrocnemius are 
independent). Fixing the elbow in flexion, therefore, not 
only increases the activity of triceps but increases the 
activity of flexor carpi, whatever the position of the 
wrist. The organization of the motor cortex is discussed 
in the light of these experiments. | Donald McDonald 


NUTRITION AND DIGESTION 


2155. Role of Blood Sugar Levels in Spontaneous and 
Insulin-induced Hunger in Man 

H. D. Janowitz and A. C. Ivy. Journal of Applied 
Physiology [J. appl. Physiol.] 1, 643-645, March, 1949. 
1 fig., 7 refs. 


These observations were made on 5 female volunteers 
under basal conditions. Hunger sensations were inde- 
pendent of fluctuations in the blood sugar level. When 
hunger sensations were occurring they were unaffected by 
hyperglycaemia produced by the intravenous injection of 
glucose. On the other hand, hunger sensations did 
accompany the hypoglycaemia induced by insulin, though 
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‘they occurred, not at the point when the blood sugar 


reached its lowest level, but as the level was again rising 
to normal. H. E. Holling 


2156. Relation of Rate of Gastric Evacuation to Time of 
Onset of Gastric Hunger Contractions 

W. SANGsTER, M. I. GRossMAN, and A. C. Ivy. Journal 
of Applied Physiology [J. appl. Physiol.) 1, 637-642, 
March, 1949. 1 fig., 8 refs. 


Gastric pressures transmitted from a swallowed balloon 
were recorded by a water manometer in both men and 
trained dogs. Food which was rapidly passed through 
the stomach (cereal liquefied by malt amylase) was 
quickly followed by hunger contractions in both species, 
A feed composed of cereal with amylase and milk, which 
does not leave the stomach quickly, causes no such 
shortening of the time between feeding and the onset of 
hunger contractions. H. E. Holling 


2157. Vitamin A Requirement of Human Adults. An 
Experimental Study of Vitamin A Deprivation in Man. A 
Report of the Vitamin A Sub-Committee of the Accessory 
Food Factors Committee 

E. M. Hume and H. A. Kress. Medical Research 
Council. Special Report Series [Spec. Rep. Ser. med. 
Res. Coun., Lond.| No. 264, 1-145, 1949. 17 figs., 
bibliography. 


[This is a well presented report of a well planned, well 
executed, and well controlled investigation, designed 
primarily to ascertain the human requirements of vitamin 
A. It is a model piece of joint research, reflecting much 
credit on 23 volunteers as well as on the 23 members of 
the research team. The findings, although not as 
dramatic as might have been anticipated, will be of 
lasting value.] Of 20 healthy men and 3 women, 19 to 
34 years of age, 16 received a basic diet containing 70 i.u. 
‘or less of B-carotene but a sufficiency of all other known 
nutrients, 2 received a supplement to the basic diet of 
2,500 i.u. of pre-formed vitamin A, and 5 received 5,000 
iu. of B-carotene daily. The period on a diet low in 
vitamin A lasted until the appearance of what were con- 
sidered definite signs of deficiency or until the experiment 
was terminated for some other reason; it varied from 
64 to 25 months. The criteria of deficiency were the 
— levels in the plasma and the dark-adaptation 
values. 

The plasma level fell from an average normal one of 
about 120i.u. of A per 100 ml. to about 88 after 2 months, 
and to less than 60 in the 4 subjects still under test after 
about 14 months; in 4 subjects it eventually fell to about 
50 i.u. in periods varying from 10 to 20 months. The 
blood carotenoid levels fell from an average of about 
150 iu. to about 40 in 3 months. The evidence of 
changes in dark adaptation was less definite, there being 
some divergence between the results with the different 
types of instruments used. The new rod scotometry 
method of Livingston was found to be sensitive, but was 
used only in the later stages of the experiment. The only 
other signs or symptoms distinguishing the deprived from 
the control persons were dryness of the skin, eye dis- 
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comfort (soreness, pricking, and a gritty feeling), and 
some deterioration in hearing as determined by the 
audiometer. No difference was observed between the 
groups in the condition of the cornea or conjunctiva, 
haemoglobin value, the formed elements of the blood, 
gastro-intestinal function, or the incidence of minor 
ailments, such as colds. Follicular keratosis, which was 
present in some subjects at the start, varied during the test 
in extent and intensity, but was not related to the vitamin- 
A consumption. Only 3 subjects showed unmistakable 
evidence of depletion of vitamin A—diminished dark 
adaptation and decrease in vitamin-A level in plasma. 
To one of these a daily dose of 1,300 i.u. of pre-formed 
vitamin A was given and the plasma content and dark- 
adaptation value returned to normal levels after about 
3months. Of the other 2 subjects, 1 received a daily dose 
of 1,250 i.u. of carotene in oil; this had no effect. 
Double the dose was then given to this and the third 
depleted subject, and a rapid response was obtained. 

From the evidence obtained in these trials and from 
determinations of vitamin-A reserves in the liver of 71 
persons, 15 to 59 years of age, killed in accidents, as well 
as from published work on the subject, the investigators 
suggest that the minimum protective dose of pre-formed 
vitamin A is about 1,300 i.u. daily for an adult or about 
1,500 i.u. of B-carotene, but they stress that the require- 
ment of f-carotene must depend on the material from 
which it is derived. The authors, admitting the paucity 
of evidence, go no further than to suggest these figures. 
They admit that they are on less certain ground when they 
suggest, as a figure to cover individual variation and leave 
a margin of safety, a daily requirement of 2,500 i.u. for 
pre-formed vitamin A and of 3,000 i.u. for B-carotene on 
the supposition that the f-carotene is 100% available. 
Factors are given for the availability of carotene from fat, 
carrots, cabbage, and spinach. The dark adaptation 
showed a definite seasonal deterioration during the 
winter and recovery in the summer months in the 
deprived subjects. No evidence was found of synthesis 
of carotene by micro-organisms in the intestine. _ 

H. E. Magee 


2158. Myocarditis in Vitamin-E-deficient Rabbits 

J. H. BRAGDON and H. D. Levine. American Journal of 
Pathology {Amer. J. Path.] 25, 265-271, March, 1949. 
5 figs., 14 refs. 


Changes due to vitamin-E deprivation include degenera- 
tion of germinal epithelium in the rat, encephalomalacia 
in chicks, and necrosis of the gizzard in turkeys. Most 
animals show a marked degeneration of the skeletal 
muscle (which pathologically resembles Zenker’s de- 
generation). The present authors found, in rabbits, 
myocardial lesions which are similar to but less extensive 
than the changes in skeletal muscle. Myocardial lesions 
have been previously seen in the rat and cow. 

D. M. Pryce 


2159. Vitamin C and Iron Metabolism 

L. E. T6TTERMAN. Acta Medica Scandinavica [Acta 
med. scand.] Suppl. 230, 1-158, 1949. 4 figs., biblio- 
graphy. 


2160. The Microbiological Assay of Riboflavin and 
Nicotinic Acid In Urine 

J. Firzpatrick and §. L. Tompsetr. Journal of Clinical 
Pathology [J. clin. Path.] 2, 121-125, May, 1949. 2 figs., 
9 refs. 


- 2161. Plasma Tocopherol Levels in Various Pathologic 


Conditions 

H. Popper, A. DuBIn, F. STEIGMANN, and F. P. HEsser. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.) 34, 648-652, May, 1949. 2 figs., 19 refs. 


2162. The Relation between the Nutritional Status of 
Children and their Food Consumption 


_P. AsHwortH. Medical Journal of Australia {Med. J. 


Aust.] 1, 513-518, April 16, 1949. 11 refs. 


This is a report of a family dietary survey carried out by 
the questionary method and embracing 100 households 
containing 510 persons in 4 small well-defined districts 
near Adelaide. The dietary findings were compared with * 
those of a clinical survey of the 284 children in the 
communities previously carried out by another investi- 
gator. The comparison purports to show that the 
dietary findings are not related to the clinical assessments 
of the nutritional state. 

[The survey procedure adopted, especially the method 
by which the adequacy of the diets was assessed, is 
far from convincing,] H. E. Magee 


2163. The Protein Requirements of Heavy Workers. 
I. Physiological and Functional Protein Minimum. II. 
Measurements of Efficiency in Groups of Workers. (Der 
Eiweissbedarf des Schwerarbeiters. I. Physiologisches 
und funktionelles Eiweissminimum. II. Messungen der 
Leistungsfahigkeit an Arbeitergruppen) 

H. Kraut, G. LEHMANN, and H. F. MICHAELIS. Bio- 
chemische Zeitschrift [Biochem. Z.] 319, 228-256, 1949. 
6 figs., 28 refs. 


In the first study three miners were observed for 7 
months. @After a period of rest on adequate protein 
intake the protein was gradually reduced until the mini- 
mum needed to keep the subjects in nitrogen equilibrium 
had been determined. They then returned to work on 
an adequate protein intake. When they had become used 
to their work, the protein intake was again reduced until 
the minimum necessary for equilibrium had been found. 
A final period on a high-protein intake followed. The 
diet was prepared so as to be appetizing during the 
periods of low-protein intake, and calorie intake adjusted 
itself to requirements except for a lag when occupation 
changed. Nitrogen and phosphorus balances, basal 
metabolic rate, weight change, strength and endurance, 
blood picture, and alkali reserve were studied throughout. 
The minimum nitrogen intake necessary for equilibrium 
was the same during the periods of inactivity and of 
heavy work for all three subjects (7-0, 7:5, and 8-0 g. 
daily). When the protein intake was reduced during the 
period of inactivity, no ill effects were seen; when it was 
reduced during heavy work there was a fall in physical 
efficiency as recorded by the amount of work which could 
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be done on a bicycle ergometer. This fall occurred after 
a lag, and efficiency rose, again after a lag, in the succeed- 
ing period when a protein-rich diet was given; consider- 
able psychical disturbance and lack of desire for work 
were also seen until the protein was increased. The 
psychical and physical changes were observed when the 
intake fell below 9 to 10 g. daily. It is concluded that the 
protein requirement during heavy work is, therefore, 
higher than during inactivity. 

All other tests were essentially negative, with the 
exception of weight changes. In all three subjects the 
gain in weight during the final period of high-protein 
intake was very much less than the expected gain calcu- 
lated by expressing the amount of nitrogen, retained in 
this period, as flesh. It is suggested that water was being 
replaced by protein as urinary output increased. 

In the second study the protein content of the diets of 
larger groups of men was reduced and the physical effi- 
ciency tested before, during, and after this change. 
With a reduction of protein from 95 to 75 g. per day 
(reduction in animal protein 45 to 19 g.) no change in 
efficiency occurred. With a reduction from 85 to 72 g. 
(reduction in animal protein 30 to 12 g.) there was a 
5% fall. With a reduction from 62 to 47 g. (animal 
protein 25 to 13 g.) there was a 20% fall. These changes 
were brought about by replacement of some items in the 
diet by fat bacon; the change was well liked by the 
subjects, and rising body weights indicated that calorie 
needs were met. 

[In experiment I the fluctuations in physical efficiency 
as recorded by the test are large, and the trends not very 
convincing as shown by the graph, whilst the fact that the 
subjects complained about the diet during the period of 
heavy work does suggest that despite all precautions there 
may have been an element of apprehension. In the larger 
groups of the second experiment these fluctuations are 
smoothed out and a better picture is obtained.] 

W. T. C. Berry 


2164. The Effect of Synthetic Amino Acids Essential for 
Growth on the Body Weight of Growing Rats, and the 
Synthesis of the Amino Acids Used. [In Englisi] 

K. A. J. WRETLIND. Acta Physiologica Scandinavica 
[Acta physiol. scand.] 17, Suppl. 59, 1-101, 1949. 30 
figs., bibliography. 


Previous work on the effect on the growth of rats of a 
mixture of amino-acids completely replacing dietary 
proteins is first discussed. As some at least of these 
amino-acids had been prepared from natural sources, the 
author studied the problem with synthetic amino-acids. 
He describes their preparation and then the effect of a 
series of feeding tests on white rats. 

The nine amino-acids considered essential were histi- 
dine, isoleucine, leucine, lysine, methionine, phenyl- 
alanine, threonine, tryptophan, and valine. In addition 
to these, arginine is known to increase the growth 
response. Diets containing these ten amino-acids and a 
mixture of vitamins, mineral salts, carbohydrate, and fat 
produced reasonable growth of the rats, but this was only 
50% of that produced by diets containing casein. The 
auth or discusses the explanation of this lower growth with 


the amino-acid diet, his suggestions including the in- 
ability to synthesize the non-essential amino-acids 
rapidly enough; the absence of Woolley’s strepogenin 
(present in whole protein); and the toxicity of the 
unnatural optical isomer in the mixture of synthetic 
amino-acids. The absence of any one of the nine 
essential amino-acids caused an immediate loss in weight. 
This was least when lysine was absent, and greater when 
tryptophan or histidine was absent. The still greater loss 
of weight when methionine, leucine, phenylalanire, 
threonine, or valine was absent was similar to that 
caused by the absence from the diet of all nitrogen 
sources. The greatest loss in weight occurred when 
isoleucine was absent, suggesting that this amino-acid 
plays a special part in regulating appetite. If all but one 
of the amino-acids were supplied, and the effect of 
increasing concentrations of the remaining amino-acid 
was studied, it was found that there was for each an 
optimal concentration giving best growth. Concentra- 
tions above this led to a reduction in growth. The 
amount of food consumed depended in a similar way 
on the amount of the limiting amino-acid. For each 
amino-acid values of the concentration causing these 
effects were determined. J. Yudkin 


GENITO-URINARY SYSTEM 


2165. Effects of Acute Hypoxia on Renal Circulation in 
Man 

F. T. CALDWELL, D. Ror, and H. L. Wuite. Journal of 
Applied Physiology [J. appl. Physiol.] 1, 597-600, Feb., 
1949. 3 refs. 


Two subjects inspired air with a low oxygen content 
(9-3 to 13%) for periods varying from 5? to 19 minutes. 


para-Aminohippurate (PAH) and inulin clearances, and - 


the glucose level in plasma, were determined before, 
during, and after the experimental hypoxia. In five tests 
on one subject and three on the other no consistent 
changes were observed. Marked falls in PAH clearance 
found twice in the first subject were thought to be of 
psychical origin. The arterial blood pressure rose during 
hypoxia, only slightly in one subject but more so in the 
other. W. S. S. Ladell 


2166. Renal Excretion of Lactic Acid in Exercise 

A. T. and J. O. Journal of Applied 
Physiology {J. appl. Physiol.| 1, 614-618, Feb., 1949. 
1 fig., 12 refs. 


Data from 72 experiments carried out on two long- 
distance runners in training, exercising on a treadmill for 
periods up to 15 minutes, showed that the rate of 
urinary excretion of lactate was proportional to the 
concentration of lactate in blood, when the latter was 
above a threshold value of about 60 mg. per 100 ml.; at 
levels below this, lactate excretion was small and inde- 
pendent of the concentration in blood. Observed lactate 
clearances were: at rest, 1 to 2 ml. a minute; with 
moderate exercise, 6 to 8 ml. a minute; with severe 
exercise, 15 to 20 ml. a minute. Clearances increased 
during water diuresis. Lactate excretion is less than 
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might be expected during exercise, because of the 
decrease in renal blood flow that occurs. Like glucose, 
lactate is probably filtered into the glomeruli and re- 
absorbed in the proximal tubules. Since lactate is a 
threshold substance and the threshold is probably, like 
the threshold for glucose, very variable, lactate excretion 


in urine does not give a reliable estimate of total lactate - 


production and is only “a rough index of the severity 
of exertion ”’. W. S. S. Ladell 


2167. Effect of Mannitol on Salt Excretion during Water 
Diuresis 

A. S. RELMAN, A. V. N. Goopyer, and E. R. PETERSON. 
Journal of Applied Physiology {J. appl. Physiol.) 1, 601- 
608, Feb., 1949. 37 refs. 


After brief references to work by others on the increased 
renal loss of sodium chloride after administration of urea, 
glucose, or other substances, results are presented which 
show the effect of mannitol. On 16 occasions the urine 
output was studied in normal healthy fasting subjects, 
fully hydrated by the ingestion of 250 ml. per hour, some- 
times of 0:2% saline and sometimes of tap water; on 
eight of these occasions 100 ml. of 25% mannitol was 
injected intravenously. After mannitol there was a 
statistically significant increase in the excretion rates of 
sodium and of chloride (not shown in the control experi- 
ments), there was no change in the potassium excretion, 
and urine flow was either unchanged or fell slightly. In 
two other experiments, on convalescent patients in bed, 
mannitol injected after 12 hours’ water deprivation had 
the same effect on sodium and chloride output, but the 
urine volume increased 3-fold and the actual electrolyte 
concentration therefore fell. A rapid large glucose 
infusion in one subject increased sodium and chloride 
excretion immediately, and urine flow somewhat later. 
The authors discuss their results in the light of work by 
numerous others and suggest that their results may be 
explicable on the basis of an interplay between direct 
osmotic effects and the action of the antidiuretic 
hormone. W. S. S. Ladell 


2168. Effects of Pituitrin and Exercise on a Water 
Diuresis 

J. A. R. A. KENNEY, and M.E. Nutt. Journal 
of Applied Physiology [J. appl. Physiol.] 1, 609-613, Feb., 
1949. 5 figs., 5 refs. . 


A water diuresis was induced once in each of 50 
subjects by the ingestion of 800 ml. of water. Twelve 
subjects formed a control group; another group of 20 
and another of 10 received 0-000125 ml. and 0-00025 ml. 
respectively of pituitrin intramuscularly at the time of 
taking the water; the remainder were given 0-000125 ml. 
at the onset of diuresis. Half of each group rested 
throughout, while the other half ran } mile (0-4 km.) when 
the diuresis was established. Pituitrin delayed the onset 
of diuresis and, in the resting subjects, decreased both the 
duration and the volume, in comparison with the control 
group. With exercise the effect on duration was nullified 
and the effect on volume was diminished. Chloride 
excretion was increased by administration of pituitrin; 


in resting subjects there was an absolute rise; with 
exercise and pituitrin there was no fall such as occurred 
without the drug. Pituitrin given at the time of the 
diuresis prolonged the latter in all cases. 

[These results are presented and considered qualita- 
tively rather than quantitatively; they are not treated 
Statistically. The comparisons are all between groups 
composed of different subjects.] W. S. S. Ladell 
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2169. Variations in Venous Pressure under Negative 
Acceleration 

R. S. SHAw, J. P. HENRY, J. L. GAMBLE, and O. GAUER. 
Journal of Applied Physiology {J. appl. Physiol.] 1, 441- 
447, Dec., 1948. 2 figs., 9 refs. 


Pressure was measured in the frontal vein of four 
human subjects exposed to accelerations of —0-5 to 
—3G. Posture in the centrifuge simulated that assumed 
in the cockpit of a fighter aircraft. ‘* The pressures were 
found to vary linearly with acceleration as though from a 
simple hydrostatic column of fixed length. Radio- 
graphic examination demonstrated no significant varia- 
tion in the position of the heart with different accelera- 
tions. The base of the effective hydrostatic column 
lay near the heart, on the average at a point 5-3 cm. below 
the right auricle (range 2-5 cm. above to 8-2 cm. below). 
Repeated tests on two subjects demonstrated a variation 
in individual column length on different occasions. 

Frontal vein pressures on exposure to —2 G were 
smaller if the circulation to the legs was arrested (2 
subjects). In the 45 degrees prone position the dif- 
ference was about 15 mm. Hg, in the erect position about 
10 mm. Hg; no significant change was found with the 
subject in the 45 degree supine position. The thighs in 
all cases were flexed to 90 degrees. With complete 
flexion of the thighs the pressure was equivalent to that 
obtained with the circulation occluded (one experiment). 

D. McK. Kerslake 


2170. Conditions Modifying Resistance to Acceleratory 
Forces and Protection by Abdominal Pressure 

S. W. Britton and C. R. FRENCH. American Journal of 
Physiology [Amer. J. Physiol.] 156, 137-144, Feb., 1949. 
3 figs., 4 refs. 


Carotid blood pressures were recorded electrometrically 
in dogs exposed to 2 Gor 3 G on a centrifuge. Only 
positive G forces were used. The changes in blood 
pressure were regarded as indices of the resistance to 
acceleratory forces. The dogs were in the 20-hour 
fasting state and were not anaesthetized. Fatigue 
caused by several leptazol-induced convulsions, trauma, 
inanition, and adiposity led to a large decrease in G 
tolerance. In some experiments anoxia, narcosis, and 
ethyl alcohol administration reduced the G tolerance. 
Smaller doses of ethyl alcohol slightly increased the. 
resistance to acceleration. The inhalation of tobacco 
smoke was found not to be deleterious. Struggling, 
muscular tremors due to leptazol administration, and 
the inhalation of up to 15% carbon dioxide for 10 to 90 
seconds led to a definite rise in G tolerance (about 1 G). 
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Cooling by application of ice-bags to the chest raised the 
tolerance by about the same amount. The application 
of a lower-abdominal or pelvic belt inflated to a pressure 
of 150 mm. Hg gave the greatest protection against 
acceleratory forces even after fatigue, trauma, or other 
depressant factor had been induced in the dog. The 
degree of protection afforded was up to 2 or 3 G. It is 
suggested that knowledge of man’s responses to the 
influence of gravitational force may be gained from tests 
on applied accelerations. K. E. Cooper 


2171. Indication of Earlier Stages of Human Hypoxia 
by Electroencephalometric Means 

J. W. Prast and W. K. Noeit. Journal of Aviation 
Medicine [J. Aviat. Med.] 19, 426-434 and 468, Dec., 
1948. 6 figs., 19 refs. 


Gibbs, Williams, and Gibbs (J. Neurophysiol., 1940, 3, 
49) showed that in hypoxia there is a significant energy 
increase in the 5 to 6 cycles per second (c/s) range of the 
electroencephalogram spectrum. It was thought that 
criteria based on this observation might be used as a 
warning of incipient anoxia. Apparatus was developed 
which would indicate below the usual electroencephalo- 
gram record the occurrence of each wave having a 
duration of one-seventh second or more. Long deflec- 
tions on this record indicated trains of such waves. The 
total duration of these waves in each 15-second period 
was added, to obtain an indication of the slow-wave 
ratio, and the 5 to 7 c/s ratio was derived from similar 
addition of only the long impulses (of two or more waves). 
These computations were performed electrically. In 
some experiments the first appearance of a train of four 
or more successive 5 to 7 c/s waves was indicated by a 
light signal. Eye-movement artefacts were suppressed 
by the design of the amplifiers, and experiments were 
performed with the eyes open. Details of the electronic 
methods are to be described in a separate paper. 

Hypoxia was induced by breathing mixtures of nitrogen 
and oxygen containing 6-38% to 8-8% oxygen. Mental 
efficiency was studied by a handwriting test performed 
throughout the experiment, which involved 109 subjects. 
In 30 experiments the reaction time to a light stimulus was 
used instead. The first occurrence of a train of four or 
more 5 to 7 c/s waves did not furnish a good criterion of 
anoxia. Some subjects became markedly incoordinated 
before such a train appeared, and in other cases the signal 
occurred before there was any reduction in writing 
efficiency. The amplitude of the waves was smaller than 
that of the initial frontal « waves with the eyes open, and 
slow-wave trains of this type were found in some subjects 
during the initial resting stage. The slow-wave ratio 
increased slightly during the hypoxia in most cases, but 
there were wide fluctuations in the pre-hypoxic part of the 
curve, and the peak values before oxygen lack were 
frequently not exceeded subsequently. The 5 to 7 c/s 
train ratio increased distinctly during hypoxia. This was 
seen in all but two subjects. The pre-warning time, that 
is, the time interval fromi the beginning of mixture 
administration until the 5 to 7 c/s train ratio surpasses 
the initial peak values, ranged from 42 to 199 seconds, 
with one exception. This subject had been exposed to an 


altitude of 1,500 feet (450 m.) one hour beforehand; 
his pre-warning time was 265 seconds. Deviation was 
skew, the mean time being 96-5 seconds. The interval 
between the warning and the beginning of deterioration 
in the writing test was more than 60 seconds in all but two 


subjects, half the values lying between 120 and 290 . 


seconds. ‘ 
The two subjects with very short post-warning intervals 
appeared to faint when they collapsed, and differed in this 
way from the remainder. One subject failed to show a 
sufficient increase in train ratio, and made no writing 
mistakes in 786 seconds. D. McK. Kerslake 


2172. Oxygen Transport, Circulation and Respiration in 
Healthy Subjects at Simulated Altitudes of 16,000- 
18,000 Feet 

I. STaRR and M. McMicuHaeL. Journal of Applied 
Physiology [J. appl. Physiol.| 1, 430-440, Dec., 1948. 
1 fig., 16 refs. 


Observations were made in a decompression chamber 
of pulse rate, blood pressure, respiration (by passing the 
expired air through a Bohr wet gas meter), and arterial 
oxygen saturation (with the automatic adjustment type 
of Millikan oximeter), and ballistocardiograms were 
recorded. The ballistocardiograph was shaped like a 
pilot’s seat, so that the subject sat leaning on a back rest 
12 degrees from the vertical, with his legs separated and 
about one-half extended. 

Observations were made at sea level, and the chamber 
pressure then lowered to that at 16,000 or 18,000 feet 
(4,800 or 5,400 m.) in 10 to 15 minutes. Tests were 
repeated on arrival at this altitude and again 30 to 45 
minutes later. A final test was made after return to sea 
level. Twenty-one subjects were used. 

On the first test at altitude changes in blood pressure 
were small and inconsistent. Oximeter readings fell to 
70 to 80% saturation (standard deviation 7). Respiration 
increased by an average of 32% (S. D. 19), cardiac output 
per minute by 39% (S. D. 16), pulse rate by 23% (S. D. 9), 
and cardiac output per beat by 14% (S. D. 9). These 
changes resulted in an average increase of 8% in total 
oxygen transport (S. D. 13). On the second test at 
altitude the arterial oxygen saturation tended to be lower. 
There was a slight diminution in respiration and an 
increase in cardiac output. This may represent a com- 
pensation for the anoxaemia but the data are consistent 
with the view that the increased anoxaemia may be due to 
the increase in pulmonary blood flow. On return to sea 
level the average values for the circulatory observations 
were lower than they had been in the original test. 
This may be due to excitement, since similar changes are 
found in prolonged experiments at sea level. A late 
effect of anoxaemia cannot, however, be excluded. 

It was found that the arterial oxygen saturation of 
different subjects under the same external conditions often 
differed significantly and consistently. Voluntary hyper- 
ventilation by an anoxaemic subject increased his arterial 
oxygen saturation considerably, but the long-continued 
differences between different subjects breathing normally 
could not be explained by the difference in respiration of 
circulation. D. McK. Kerslake 
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Pharmacology and Therapeutics 


2173. Selective Utilization of Barbiturates. As Illus- 


trated by a Study of Butabarbital Sodium (N.N.R.) 

R. D. Driers. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 139, 148-150, Jan. 15, 1949. 
5 refs. 


The author, working at the University Hospital of 
Pennsylvania, describes the use of a new barbiturate, 
sodium 5-ethyl-5-sec.butyl barbiturate (butabarbital 
sodium N.N.R.) in 630 patients. Observations on the 
onset, intensity, and duration of action, and detoxication, 
of the drug indicated specific conditions for its use, which 
could be similarly applied to other barbiturates. Doses 
ranged from 15 to 300 mg. by mouth. The action began 
15 to 30 minutes after ingestion, reached a peak within 
14 hours, and diminished after 4 to 5 hours. Large 
doses (300 mg.) caused nausea and vomiting in 16% of 
patients. When patients with impaired hepatic function 
received 200 mg. effects were not noticeably prolonged, 
even though detoxication occurs in the liver. As a 
hypnotic, 100 mg. butabarbital sodium was indicated 
when a delayed onset and less intense but prolonged 
action were required, as in aged persons, if necessary com- 
bined with a short-acting barbiturate when the patient 
found difficulty in getting to sleep. Slight ‘* hang-over ” 
symptoms occurred in 20% of cases. For prolonged 


sedation 15 mg. three to four times daily was about as © 


effective as the same amount of phenobarbitone, but less 
dangerous when the kidneys were damaged. As a pre- 
operative sedative it was unsatisfactory, its action being 
too mild and prolonged. I. Ansell 


2174. Inhibition of Succinic Oxidase System by Meperi- 
dine, Methadon, Morphine and Codeine 

D. T. Watts. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 95, 117-121, Feb., 
1949. 2 figs., 15 refs. 


The inhibition of succinate oxidation by brain was 
studied. About 100 g. of brain obtained from cattle 
within 10 minutes of death was frozen in a mixture of 
dry ice and acetone, broken into pieces, and kept in a 
tube surrounded by dry ice in a vacuum flask. The 
frozen brain lost no activity during 30 days. The tissue 
was homogenized before use with 0-1 M phosphate 
buffer. 

Manometric experiments were carried out in oxygen 
at 363°C. Each flask contained 1-0 ml. 0-1 M phos- 
phate buffer at pH 7:4, 0-3 ml. 0-0004 M aluminium 
chloride, 00004 M calcium chloride, 0-4 ml. 0-0004 M 
cytochrome-c, and 0:3 ml. 25% brain homogenate. 
Into the centre well was put 0-1 ml. 20% potassium 
hydroxide. The test substance was added to the main 
flask and the total volume was adjusted to 3-0 ml. The 
substrate was tipped in after equilibration. The results 
are given graphically in terms of the percentage inhibitions 


in 60 minutes. All the drugs had a pronounced inhibitory 
effect; in the case of morphine this may be partly 
accounted for by the accompanying change in pH. 
Methadon (4 : 4-diphenyl-6-dimethylamine heptanone- 
3-hydrochloride) and meperidine (ethyl-1-methyl-4- 
phenylpiperidine - 4- carboxylate hydrochloride; pethi- 
dine) did not affect the pH. The contents of the flasks 
were examined with a Beckman spectrophotometer. In 
the control vessels the absorption spectrum was typical 
of reduced cytochrome-c, but when succinate oxidation 
was inhibited the cytochrome-c was oxidized, indicating 
that succinic dehydrogenase (or an unknown factor) was 
inhibited. The inhibition of the oxidation of p-phenyl- 
enediamine shows that methadon inhibited the cyto- 
chrome-c-cytochrome-oxidase system also. 

The effect of the drugs on the succinic dehydrogenase 
activity of the brain (10% homogenate) was studied by 
measuring the time taken to reduce methylene blue in 
Thunberg tubes. The results of these experiments were 
inconclusive. Morphine inhibited the reduction, partly 
by producing a decrease in pH. Methadon reduced 
methylene blue, and meperidine accelerated the reduction 
of methylene blue by brain homogenate. The con- 
centrations of the drugs needed to inhibit these enzymes 
were much higher than those used for analgesia, and two 
to five times greater than those which inhibit the oxidation 
of glucose, lactate, and pyruvate. Pamela Holton 


2175. The Effect of Hepatectomy on the Action of Certain 
Anaesthetics in Rats 

J. M. WALKER and C. B. WYNN Parry. British Journal 
of Pharmacology and Chemotherapy (Brit. J. Pharmacol.} 
4, 93-97, March, 1949. 2 figs., 12 refs. 


The anaesthetic to be investigated was given by mouth 
to rats before and after surgical removal of about 62% 
of the liver. Duration of unconsciousness was measured 
in each case. This “ sleeping time’? was increased by 
hepatectomy in all cases examined. Maximal increases 
were for chloral hydrate 211% on the eighth day after 
operation, bromethol 357% on the seventh day, soluble 
phenobarbitone 91% on the eighth day, and thiopentone 
440% on the fourth day. These increases were no longer 
present on the 17th, 22nd, 16th, and 20th days after 
operation respectively. V. J. Woolley 


2176. The Analgesic Action of Teropterin 
D. SLAUGHTER. Science [Science] 109, 286, March 18, 
1949. 2 refs. 


Twelve students were given 20 mg. of teropterin intra- 
muscularly, and their pain threshold was estimated with 
a modified Wolff-Hardy—Goodell technique. Within 15 
minutes of the injection there was a noticeable rise in 
the pain threshold with an average peak at 70 minutes 
and a total duration of 155 minutes. Teropterin is 
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considered to have a true analgesic action. The findings 
support the claims of Farber and his associates that 
when teropterin is administered to patients the dose of 
opiates may be reduced or the drugs withdrawn. No 
toxic symptoms or side-effects wete observed. 

I. Grayce 


2177. A New Analgesic Drug Analogous to isoAmidone 
P. OFner, R. H. THorp, and E. WALTON. Nature 
[Nature, Lond.| 163, 479, March 26, 1949. 7 refs. 


Among new analgesic drugs examined the piperidyl 
analogue of isoamidone (6-piperidino-4 : 4-diphenyl- 
5-methyl-3-hexanone) was found to cause the least 
reaction. [An account of the respiratory effects of this 
compound in volunteers will be found in Abstract 2178.] 
When doses of 12:5 mg. were given no appreciable 
reactions occurred; 25 mg. caused some flushing and 
dizziness, but had no significant effect on the cardio- 
vascular system. The duration of analgesia with 
piperidyl isoamidone was similar to that of amidone, 
though analgesia with isoamidone is of shorter duration. 
Another analogue, 6-piperidino-4 : 4-diphenyl-3-hept- 
anone, recently isolated, was twice as active as morphine 
yet no more depressant to the respiration. R. Wien 


2178. Effect of Analgesics on Respiratory Response to 
Carbon Dioxide in Man 

F. Prescott, S. G. Ransom, R. H. TuHorp, and A. 
Witson. Lancet [Lancet] 1, 340-344, Feb. 26, 1949. 
4 figs., 13 refs. 


The respiratory effects (respiratory minute volumes) of 
the analgesic drugs examined were recorded by means of 
a Gaddum apparatus designed for use in man. The 
compounds examined were morphine, pethidine, amidone 
(DL-2-dimethylamino-4 : 4-diphenylheptan-S-one), iso- 
amidone (DL-1-dimethylamino-2-methyl-3 : 3-diphenyl- 
hexan-4-one) “‘ Héchst 10582” (L-dimethylamino-3-3- 
diphenylhexan-4-one) and the piperidyl analogue of iso- 
amidone called “* 29C48 ’’. The compounds were injected 
intramuscularly, and results were compared in 8 volun- 
teers, male and female medical students. A few prelim- 
inary experiments were made also on another group of 13 
male volunteers. The doses given were based on the 
analgesic ratios previously determined on rats. Any de- 
pressant effect on the respiration was measured by noting 
the depression of the increase in respiratory minute 
volume, caused by the inhalation of a 5% mixture of 
carbon dioxide in oxygen. The experiments were well 
planned and the results were assessed statistically. 
Morphine, pethidine, and amidone could be classed in 
one group because they depressed the respiration much 
more than the compounds isoamidone, Héchst 10582, and 
29C48. Thecompounds in the former groupcaused similar 

_ marked degrees of depression with equi-analgesic doses, 
whereas the compounds in the latter group caused only 
slight depression. The mean imtegrated values of 
depression of the respiratory response to carbon dioxide 
stimulation were respectively 180-5+43-6 (10 mg. 
morphine), 16-78+-54-1 (10 mg. amidone), and 210-2 + 
55-8 (100 mg. pethidine), and the values were 64-6+- 


17-4 for 12-5 mg. of 29C48, 91-2+27-2 for 25 mg. of 
29C48, 90-8+24-5 for 10 mg. of isoamidone, and 
84-1+30-4 for 20 mg. of 10582. The ratios of these 
means were approximately morphine 1, amidone 0-93, 
pethidine 1-17, 29C48 (25 mg.), 0-51, isoamidone 0-50, 
and 10582, 0-47. The side-effects of amidone consisted 
of nausea and vomiting; there was no mental depression 
or sleepiness. No marked side-effects, however, were 
produced with isoamidone, Héchst 10582, and 29C48, 
except that the higher dose (25 mg.) of the latter com- 
pound caused flushing, sweating, dizziness, and euphoria, 
but these symptoms were less marked than those ex- 
perienced with morphine, pethidine, or amidone. Of the 
compounds tested 29C48 caused the least respiratory 
depression and relatively few side-effects. In view of 
this a clinical assessment of the analgesic potency of this 
compound is being made, while the authors have already 
shown by the ischaemic-pain test that the doses of 
29C48 employed were equi-analgesic with those of 
morphine and pethidine. R. Wien 


2179. A Clinical Method of Assessing Analgesics 

A. J. H. Hewer, C. A. KEeeve, K. D. KEELE, and P. W. 
NATHAN. Lancet [Lancet] 1, 431-435, March 12, 1949, 
7 figs., 10 refs. 


The methods available for the evaluation of analgesics 
are reviewed. They all depend upon the production of 
pain by artificial means in animals or in normal indi- 
viduals and may not, therefore, bear any relation to the 
pain experienced by patients. The authors have devised 
a method for assessing the effect of analgesics in patients 
suffering chronic pain. 

The selected patients were asked to record the intensity 
of their pain as “none”, “ slight’, ‘ moderate”, 
** severe’, or “‘ very severe’’. These intensities were 
translated into “* pain units ’’ 0, 1, 2, 3, and 4, respectively, 
in order that the pain might be recorded graphically. 
Estimates of pain intensity made at one-hour intervals 
after administration of a drug showed that different 
patients respond differently to the same drug. Control 
experiments showed that there are spontaneous variations 
in unalleviated pain, a fact which was corroborated by the 
differences in response obtained on repeated administra- 
tion of the same dose of an analgesic. The psychological 
factor was investigated by comparing the effectiveness of 
injections of morphine and of sterile water. The latter 
caused some alleviation of pain, but that produced by 
morphine was statistically greater. In other patients 
pain did not respond to lactose tablets, whereas “* physep- 
tone ’’ (amidone) was effective. 

A dose of an analgesic which reduced pain intensity 
somewhat in the daytime sometimes caused sleep at 
night. Thus there was some difficulty in the interpreta- 
tion of sleep. When the patient slept his condition was 
classified as ‘‘ no pain’ in summaries of data. These 
summaries were made either by plotting the mean values 
of pain against time in a large number of trials, or by 
displaying the variations in response to a fixed dose of 
analgesic by presenting the responses to each dose in a 
frequency table. 

The criteria of reliability of patients in these tests are 
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discussed. Examples of their application and of the two 
methods of summarizing results are provided by com- 
paring the effectiveness of morphine, physeptone, and 
pethidine. Physeptone and morphine were found to be 
approximately of equal analgesic potency and con- 
siderably superior to pethidine. P. A. Nasmyth 


2180. The Pharmacological Action of the Contains 
Principles of Ammi visnaga Linn. 

G. V. ANREP, G. S. Barsoum, and M. R. KENAwy. 
Journal of Pharmacy and Pharmacology |J. Pharm. 
Pharmacol.] 1, 164-176, March, 1949. 5 figs., 19 refs. 


The fruit of Ammi visnaga (‘* khella’’) has recently 
been shown to contain at least three crystalline substances, 
khellin, khellol glycoside, and visnagin. Khellin has been 
shown by previous workers to dilate the coronary blood 
vessels, relax smooth muscle, and have diuretic properties. 

A comparison was made of the pharmacological 
activities of the different crystalline principles. They 
were assayed colorimetrically, a pink colour being 
formed with potassium hydroxide, and biologically by 
observing the relaxation of the rectal caecum of the fowl. 
Khellol glycoside was biologically practically inactive 
while visnagin was about two-thirds as active as khellin. 
In heart-lung preparations of the dog in which blood was 
collected through a coronary sinus cannula the glycoside 
had no detectable action on the coronary circulation, and 
there was no difference between the vasodilator actions 
of khellin and visnagin. The action of khellin on the 
coronary vessels, which is extremely prolonged, was 4 to 
6 times as strong as that of aminophylline. Khellol 
caused a prolonged relaxation and diminution of 
intestinal tone in the intact animal and a conspicuous 
relaxation of the bronchi in isolated perfused lungs of 
guinea-pigs. LEstimations of khellin in the blood and 
tissues showed that it was taken up by the plasma and 
erythrocytes. It was rapidly absorbed from the stomach, 
small intestine, and large intestine. After intramuscular 
injections there was a rapid and conspicuous increase in 
the concentrationin the blood,which gradually diminished 
and became stabilized. After oral administration, the 
concentration of khellin in the blood increased gradually, 
reaching a stable level in 30 minutes. Oral administra- 
tion is a suitable way of maintaining a high concentration 
inthe blood. Khellin was not excreted in the urine in an 
unchanged form, and disappeared from the blood and 
tissues at a very slow rate. Repeated administration 
leads therefore to accumulation in the body. There was 
no evidence that khellol glycoside was converted in the 
body to active khellin or that it can be absorbed from the 
intestine in an unchanged form. G. F. Somers 


2181. The Coronary Vasodilator Action of the Crystal- 
line Principles of Ammi visnaga Linn. 
M. M. BaGourt. Journal of Pharmacy and Pharma- 


cology [J. Pharm. Pharmacol.] 1, 177-180, March, 1949. 
14 refs. 


The actions of khellin and khellol glycoside on the 
coronary circulation were compared on the isolated 
Perfused rabbit heart. The two principles were dis- 


. coronary outflow from 9 to 39 ml. per minute. 


solved in the perfusion fluid, and the coronary outflow 
was measured. Concentrations of 2 to 10 mg. khellin 
per litre caused no detectable effect on the heart beat, 
while 2 mg. per litre was the minimum concentration 
causing dilatation of the coronary arteries. A concen- 
tration of 40 mg. of khellin per litre increased the 
In the 
presence of 1 in 40,000 barium chloride, which caused a 
spasm of the blood vessels, larger concentrations of 
khellin had to be used to increase the outflow. Khellol 
glycoside caused no increase in coronary outflow even in 
concentrations as high as 100 mg. per litre. Isolated 
coronary rings of the water buffalo were relaxed by 
khellin but were not affected by the glycoside. Perfusion 
of rabbit ears and of the blood vessels of the toad showed 
that the systemic blood vessels are considerably less 
sensitive to khellin than the coronary blood vessels. 
G. F. Somers 


2182. Therapeutic Trials of a Vasoconstrictor Drug 
Called “‘ Heptedrine ” [2-aminoheptane sulphate]. (Etude 
d’un médicament vasoconstricteur dénommé “ hepte- 
drine 

F. Lemaitre, M. Ausry, and L. JusTIN-BESANGON. 
Semaine des Hoépitaux de Paris [Sem. Hép. Paris] 25, 
470-478, Feb. 10, 1949. 8 figs. 


Extensive clinical trials of 2-aminoheptane sulphate 
(“ heptedrine’’) are described. The effect of 1% 
heptedrine was tested by one of the authors on the mucous 
membrane of the nose in patients with acute coryza 
(14 cases), subacute coryza (57 cases), acute frontal 
sinusitis (24 cases), and frontal headache (18 cases).. The 
effect was compared with that of 1% ephedrine instilled 
into the other nostril. The vasoconstrictor action of 
heptedrine far outlasted that of ephedrine. Neither 
secondary vasodilatation nor toxic reaction was noted. 
Similar results, on 34 patients, are described by another 
author. The drug is also recommended as a haemostatic 
agent. 

The general reactions to heptedrine were studied by 
Justin-Besangon. A slight rise in blood pressure was 
noted in some patients after eight daily 20 mg. doses of 
heptedrine; a small increase in pulse rate was also 
observed. Reflexes remained normal, but two patients 
complained of loss of sleep. Electrocardiograms showed 
in some cases a small increase in force of the beat, but no 
signs of myocardial damage. Blood sugar levels 
remained unaltered. Heptedrine caused a slight relative 
increase in the number of lymphocytes and monocytes 
in the blood. In asthmatic patients, a 1% aerosol of 
heptedrine was said to have the same effect as ephedrine. 

The dose which killed five mice out of twelve [referred 
to as the ‘* minimal lethal dose ’’] was 200 mg. heptedrine 
sulphate per kg. 

In dogs heptedrine injected intravenously caused a 
marked hypertension, accompanied by vasoconstriction 
as shown in the spleen and kidney; it was also said to 
abolish the normal effect of ephedrine, but not that of 
adrenaline., Repeated injection of heptedrine produced 


less and less effect, the third dose causing a fall in blood 
[Although the work on animals has little 


pressure. 


528 PHARMACOLOGY AND THERAPEUTICS _ 


quantitative value, in so far as the records are not 
calibrated for blood pressure or time, the clinical trials 
clearly indicate the value of this drug.] John R. Vane 


2183. The Action of the Diethylaminoethyl Ester of 
Phenylcyclopentane Carboxylic Acid (“ Parpanit ’’) on 
the Autonomic Nervous System. Its Anaesthetic and 
Anticonvulsant Action. (L’action de lester diéthyl- 
aminoéthylique de lacide phénylcyclopentane carb- 
oxylique (parpanit) sur le systeme nerveux végétatif. 
Son action anesthétique et anticonvulsivante) 

E. Fromme , I. T. Beck, F. VALLETTE, and M. FAvre. 
Archives Internationales de Pharmacodynamie et de 
Thérapie {Arch. int. Pharmacodyn.] 78, 379-394, March, 
1949. 5 figs., 17 refs. 


“ Parpanit ’’ was found to antagonize some but by no 
means all of the pharmacological actions of acetyl- 
choline, histamine, and adrenaline. A dose of 50 mg. 
per kg. subcutaneously afforded considerable protection 
to guinea-pigs against acetylcholine or histamine 
aerosols. The effects of acetylcholine and of histamine 
on isolated gut were strongly antagonized by parpanit. 
A local anaesthetic action was demonstrated when | ml. 
of a 1% solution of parpanit was injected subcutaneously 
into a guinea-pig’s back or 2 drops of the solution were 
placed on the conjunctiva. As parpanit has proved of 
some value in the treatment of Parkinson’s disease, an 
anticonvulsant action was looked for. However, there 
was no sign of antagonism between parpanit (50 mg. per 
kg. subcutaneously) and nikethamide in guinea-pigs 
given a convulsant dose of the latter drug. Electro- 
cardiograms showed that parpanit did not modify the 
chronotropic effects of histamine or acetylcholine injected 
directly into the heart. F. N. Fastier 


2184. The Action of Synthetic Curarizing Compounds on 
Skeletal Muscle and Sympathetic Ganglia both Normal 
and Denervated 

E. BULsrinGc and F. Depierre. British Journal of 
Pharmacology and Chemotherapy, (Brit. J. Pharmacol. 4, 
22-28, March, 1949. 3 figs., 12 refs. 


The action of the following synthetic curarizing com- 
pounds was studied on normal and denervated sym- 
pathetic ganglion and normal and denervated skeletal 


muscle: B-diethylaminoethoxybenzene ethiodide, 
“Fane: 1 : 3-bis-(8-diethylaminoethoxy)benzene 
diethiodide, “ F 2557”; 1:2: 3-tri-(8-diethylamino- 


ethoxy)benzene triethiodide, “* F 2559”. Cats under 
chloralose were used, the superior cervical ganglion being 
perfused with Locke’s solution according to Kibjakow’s 
method modified by Feldberg and Vartiainen. The 
pre-ganglionic nerve was stimulated maximally at a rate 
of 16 per second for 15 seconds every 4 minutes. The 
compounds were injected into the arterial cannula one 
minute before each stimulus, and the effect on the 
response of the nictitating membrane was noted. F 2512 
was 50 to 100 times stronger in depressing synaptic 
activity than F 2559, and F 2557 was intermediate in 
activity. If responses were initiated by the injection of 


acetylcholine into the perfused ganglion 20 yg. F 2512 


reduced the response with quick recovery and 2 mg, 
F 2559 caused a slight reduction, but 200 yg. of F 2557 
augmented the response; 400 to 500 zg. F 2557 produced 
permanent ganglionic depression. After section of the 
cervical sympathetic nerve about five times the amount of 
the compounds was required to depress the action of 
acetylcholine. 

The studies of responses of skeletal muscle were carried 
out on the gastrocnemius. Maximal single shocks (15 
per minute) were applied to the sciatic nerve. The com- 
pounds were injected into the opposite iliac artery. The 
ratio of activity was reversed in this case, F 2559 having 
strong curarizing action, F 2512 being 12 to 50 times 
weaker, and F 2557 being again intermediate in activity. 
If the muscle was stimulated by intra-arterial injection of 
acetylcholine the ratio of inhibiting action of the com- 
pounds was the same as for direct stimulation through 
the nerve. If the sciatic nerve was cut and the muscle 
stimulated by intra-arterial injection of acetylcholine the 
ratio of activities of F 2512 and F 2559 was the reverse of 
that in normal muscle, provided the doses were small. 
As the dose of F 2559 was increased the paralysing effect 
on the muscular response became greater, but increasing 
the dose of F 2512 decreased the paralysing effect and 
large doses actually augmented the response to acetyl- 
choline. F 2512, like p-tubocurarine, has a stimulating 
action of its own on normal and denervated sympathetic 
ganglion and muscle. 


On the isolated diaphragm—phrenic-nerve preparation 


of the rat 50% depression of maximal muscle contractions 
was caused by 6 to 8 mg. F 2559, 15 to 22 mg. F 2557, 
and 3 to 7 mg. F 2512 in a 50 ml. bath. 

F 2557 has some anti-cholinesterase activity; F 2559 
and F 2512 have none. Vera N. Warren 


2185. Tubocurarine Antagonism and Inhibition of Cholin- 
esterases 

H. BLascHko, E. BULBRING, and T. C. CHou. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 4, 29-32, March, 1949. 2 figs., 6 refs. 


A number of drugs were examined for their power to 
antagonize tubocurarine and to inhibit cholinesterase, 
including the mono-ethyl homologue of neostigmine; 
the di-ethyl homologue of neostigmine; the tri-ethyl 
homologue of neostigmine; the amine-oxide homologue 
of neostigmine; miotine hydrochloride; and eserine 
sulphate. Neostigmine was used as a standard for 
comparison. 

Anticurare activity was estimated on the isolated 
phrenic nerve and diaphragm preparation of the rat. 
The quantitative evaluation was based on the fact that the 
dose of tubocurarine chloride required to cause a 
certain reduction of muscle contraction in the presence 
of the antagonist is proportional to the concentration of 
the antagonist. The potency was expressed in terms of 
that of neostigmine. For the comparison of anticurare 
activity with anticholinesterase activity the potency of 
the tubocurarine antagonist was expressed as the nega- 
tive logarithm of the concentration in the presence of 
which 180 yg. D-tubocurarine chloride caused 20% 
depression of the muscle contractions (pD 20 value). 
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Anticholinesterase activity was expressed as the negative 
logarithm of the molar concentration which caused 50% 
inhibition (pI 50 value). 

Substitution of an ethyl group for a methyl group on 
the quaternary nitrogen increased both anticurare and 
anticholinesterase activity. Introduction of a second 
ethyl group increased it still further but complete 
substitution of all three methyl groups by ethyl groups 
decreased the activity in both respects below that of 
neostigmine itself. The amine-oxide homologue of 
neostigmine was without any anticurare activity in the 
concentrations used and its pD 20 was the lowest of all 
the drugs tested. Its inhibitory action on cholinesterases 
was also weak. This compound has the low dissociation 
constant characteristic of amine-oxides of the general 
structure R,NOH} OH, and it is thus seen that the 
strongly basic character of the phenolic nitrogen radical 
is indispensable for strong anticholinesterase and anti- 
curare activity. The compound “ Nu 683 ” was a strong 
inhibitor of pseudo-cholinesterase (horse serum) but had 
little action on true cholinesterase. Its anticurare 
action was also weak. Significant correlation was found 
between the inhibition of true cholinesterase and the 
antagonism to D-tubocurarine. Vera N. Warren 


2186. The Action of Local Anaesthetics and pD-Tubo- 
curarine on the Isolated Intestine of the Rabbit and 
Guinea-pig 

W. FeELpBeRG and R. C. Y. LIN. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.) 4, 
33-44, March, 1949. 13 figs., 20 refs. 


The action of cocaine, other local analgesics, and tubo- 
curarine on the isolated intestine is described. In order 
to test the action of these substances on the muscle fibres, 
responses to acetylcholine or histamine were observed. 
For their actions on the nervous structures present in the 
preparations, the nicotine response and the local peri- 
staltic reflex provided suitable reactions for comparison. 
Rabbit and guinea-pig ileum were suspended in aerated 
Tyrode solution. Contraction of the longitudinal 
muscle and the intestinal volume were recorded. 

Small doses of cocaine had a stimulating effect on the 
longitudinal muscle of the guinea-pig gut. The contrac- 
tions were usually small and transient but with some 
preparations contractions were strong and maintained. 
When no stimulating action could be demonstrated 
Sensitivity was subsequently increased to histamine and 
acetylcholine. In concentrations greater than 1 in 
80,000 cocaine had a depressant action. Procaine and 
“nupercaine ’’ depressed the responses. The effect of 
D-tubocurarine on the guinea-pig gut was slight and 
variable. 

Cocaine may increase or decrease excitability of the 
muscle fibres of the rabbit gut. The duodenum and 
jejunum are more frequently inhibited and the ileum is 
usually stimulated. p-Tubocurarine in concentrations 
of 1 in 30,000 generally caused slight and transient 
augmentation of the tone and amplitude of the rhythmic 
contractions. Cocaine and p-tubocurarine inactivate the 
nervous structures in the intestinal wall. Contractions 
which are due to nicotine are abolished by concentrations 
M—2M 


that do not yet depress the excitability of the muscle 
fibres. 

In the rabbit the peristaltic reflex was initiated by 
raising the pressure in the lumen of the intestine by 2-5 to 
4 cm. of saline. Cocaine abolished the peristaltic reflex. 
The inhibition resembled the effect of fatigue or of lower- 
ing the bath temperature; the contractions of the circular 
muscles, being of nervous origin, were affected, while 
the myogenic contractions of longitudinal muscle remain 
unaffected. The response of the longitudinal muscle to 
the stimulus of increased pressure in the lumen could be 
abolished when the concentration of cocaine was so 
strong as to depress the excitability of the muscle fibres. 
Inhibition of the peristaltic reflex in the isolated rabbit gut 
provides a useful reaction for assaying the potency of 
local analgesics or curare-like substances because the 
inhibition is easily reversible, and comparable effects 
are obtained on repeated administration of the same dose 
of these substances, and graded responses with different 
doses. By this method nupercaine was found to be about 
12 times as active as cocaine. pD-Tubocurarine also liad 
an inhibitory action on the peristaltic reflex, abolishing 
the contractions of the circular muscle. 

In the guinea-pig gut the peristaltic reflex could be 
obtained regularly by raising the pressure inside the 
lumen of the intestine to 2 cm. of saline. Local anal- 
gesics exerted their inhibiting effect on the peristaltic 
reflex of the guinea-pig gut only several hours after the 
preparation had been suspended in the bath. In the 
freshly suspended preparation they increased the number 
of peristaltic waves per minute. Tubocurarine had the 
same effect but to a lesser degree. The guinea-pig gut is 
unsuitable for assaying the potency of an unknown 
solution of cocaine. Vera N. Warren 


2187. Diatropine Derivatives as Proof that D-Tubo- 
curarine is a Blocking Moiety Containing Twin Atropine- 
Acetylcholine Prosthetic Groups 

K. K. Kimura, K. UNNA, and C. C. PrerFrer. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.} 95, 149-154, Feb., 1949. 2 figs., 8 refs. 


The curariform action of two new compounds, made by 
linking two atropine molecules together, was studied. 
One (O-amyl-O-diatropine dimethiodide) was obtained 
by linking the tropic acid hydroxyl groups, the other 
(N-amyl-N-diatropine dimethiodide) by linking the 
tertiary nitrogen atoms. These compounds, together 
with atropine sulphate, atropine methyl nitrate, and 
dibenadryl N-amyl-N-diiodide, were compared with 
p-tubocurarine chloride for effect on the neuro-muscular 
junction of the frog and of the rabbit and mouse (head- 
drop method). The LD 50 for mice was also determined. 
The diatropine compounds were 25 times more active 
than atropine methyl nitrate in rabbits and 10 times more 
active in mice, but only slightly more active in frogs. 
Compared with p-tubocurarine, the diatropine com- 
pounds were 2 to 3 times less active in rabbits. The 
dibenadryl compound was about 10 times less active and 
atropine sulphate 400 to 500 times less active than 
D-tubocurarine. 

These figures, the authors claim, confirm their hypo- 
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thesis that p-tubocurarine blocks transmission at the 
neuro-muscular junction because of the twin rows of 
prosthetic groups, with mean distance between oxygen 
atoms of 9A. [Inasmuch as the simple aliphatic diamines 
of Barlow and Ing (Nature, 1948, 161, 718) have a strong 
curariform action but no twin rows of prosthetic groups, 
further support for this hypothesis is wanted. Although 
the diatropine compounds are similar to p-tubocurarine 
in their action and chemical structure, the analogy is not a 
proof of the hypothesis, as the title of the paper suggests. ] 
John R. Vane 


2188. Comparative Pharmacology of the Optical Isomers 
of Arterenol 

F. P. Lupuena, E. ANANENKO, O. H. SIEGMUND, and 
L. C. Miter. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol. 95, 155-170, Feb., 
1949. 5 figs., 42 refs. 


The optically active isomers of noradrenaline were 
separated and their actions compared with that of L- 
adrenaline on numerous tissues. A table of the relative 
potencies is given below. 


L-Arterenol. | p-Arterenol. 
Ratio of Ratio of Bn of 
Equiactive | Equiactive | 
Doses of Doses of excita- 
L-Arterenol D- and L- tion: 
ine (L- L-a reno. sus 
adrenaline=1)| =1) _| hibition) 
Dog, blood pressure .. 0-6 27 E 
Dog, heart in situ. .. 0-6 27 E 
Dog, retractor penis . . 45 27 E 
Rabbit, ear perfusion 
(vasoconstriction) .. 1-5-2-5 12-18 E 
Rabbit, isolated ileum. - 1 60 I 
Guinea-pig, isolated 
ileum 1-5 27 E 
Rabbit uterus, non- 
pregnant... 1 — E 
Guinea-pig uterus, non- . 
pregnant... 2-10 I 
Rat uterus, non- 
pregnant... 30 4 I 
Guinea-pig lungs 
(a) perfusion , 17 60 I 
(b) histamine asthma 3 20 I 


That L-noradrenaline is more active than L-adrenaline 
on the blood vessels and heart confirms results of other 
workers. The effects of both isomers of noradrenaline 
on the blood pressure and on the dog’s retractor penis 
muscle were increased by cocaine. The table demon- 
strates that there is no obvious relation between the rela- 
tive potencies of L-noradrenaline and adrenaline and the 
type of response which is obtained (inhibitory or 
excitatory). 

[The concise results of this work add to and help to 
crystallize the existing knowledge in this field.] 

John R. Vane 


See Abstracts of World Surgery, 1949, 6, 302. 


2189. Acetylcholine Manganese Chloride, a Long-acting, 
Stable, Metallic Complex Active per os. (Le mangano- 
chlorure d’acétylcholine, complexe métallique, stable 
d’action durable et actif per os) 

E. FROMMEL. Archives des Maladies du Ceur et des 
Vaisseaux [Arch. Mal. Caur| 42, 246-248, Feb., 1949, 
11 refs. 


2190. The Relationship of Heparin Activity to Platelet 
Concentration 
C. L. Contey, R. C. HARTMANN, and J. S. LALtgy. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 69, 284-287, Nov., 
1948. 3 refs. 


By the use of silicone-treated apparatus and high-speed 
centrifugation (12,000 to 14,000 revolutions per minute) 
at low temperature (4°C.) platelet-free plasma was 
obtained from normal individuals without the use of 
anticoagulants. Platelet-rich plasma was similarly ob- 
tained when the blood was centrifuged at 3,000 r.p.m. 


for 5 minutes. Heparin in known quantities was added © 


to mixtures of these two samples of known platelet 
content. The delaying or inhibitory action of heparin 
on the clotting action of normal plasma was found to be 
related to the concentration of platelets present. This 
explains the increased susceptibility of thrombocytopenic 
blood to heparin and indicates a variable factor involved 
in the “‘ heparin tolerance test’’. This work suggests 
that the amount of active heparin present in normal 
plasma is 0-0005 mg. per ml. or less. The investigation 
was carried out at Johns Hopkins Hospital, Baltimore. 
J. Maclean Smith 


CHEMOTHERAPY 


2191. Action of y-Hexane on Yeasts. (Investigaciones 
in vitro y clinicas, sobre la accién del gamma-hexano 
frente a los hongos levuriformes productores de procesos 
dermatolégicos. Interpretacidn de su mecanismo de 
accién) 

X. ViLtaANova, M. CasaANnovas, and P. P. Muset. Actas 
Dermo-sifiliograficas [Actas Dermo-sif.| 40, 597-607, 
March, 1949. 20 refs. 


The authors describe their investigations of the fungi- 
static powers of y-hexane against yeasts pathogenic to 
man (Candida 103 VC). Growth was inhibited with 
dilutions of up to 1 in 2,000. The mode of action is 
discussed. Clinical trials on cutaneous lesions have given 
encouraging results. James Marshall 


2192. Antibacterial Action of Commercial Nitromersol 
Preparations 
H. W. CromweLt. Journal’ of the American Medical 
Association [J. Amer. med. Ass.) 140, 401-403, May 28, 
1949. 6 refs. 


2193. The Action of Blood on Germs Presumably Killed 
by Antiseptics 

L. BANTI. Journal of the American Medical Association 
[J. Amer. med. Ass.] 140, 404-405, May 28, 1949. 10 
refs. 
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2194. A Specific Method for the Photometric Determina- 


tion of p-Aminosalicylic Acid in Biological Fluids. (Un ~ 


metodo specifico per la determinazione fotometrica 
dell’acido paraminosalicilico nei liquidi biologici) 

G. Curci and V. DE Franciscis. Archivio di Tisiologia 
[Arch. Tisiol.] 4, 59-64, Jan.—Feb., 1949. 1 fig., 3 refs. 


2195. Sulphone Therapy in Sero-fibrinous Pleurisy. 
(La terapia solfonica nelle pleuriti siero-fibrinose) 

V. SANGUINETTI. Archivio per le Scienze Mediche 
{Arch. Sci. med.] 74, 215-224, Feb., 1949. 17 refs. 


ANTIBIOTICS 


2196. Studies of the Combined Action of Antibiotics and 
Sulfonamides 

Cc. W. Price, W. A. RANDALL, H. WELCH, and V. L. 
CHANDLER. American Journal of Public Health [Amer. 
J. publ. Hith| 39, 340-344, March, 1949. 4 refs. 


Research in chemotherapy is developing along two 
lines—a search for new drugs and antibiotics, and a study 
of the use of these drugs and antibiotics in combination. 
Certain drugs and antibiotics in combination have been 
said to produce a marked synergistic or additive effect. 
Combinations of aureomycin, bacitracin, chloromycetin, 
penicillin, polymyxin, streptomycin, sulphadiazine, 
sulphamerazine, and sulphathiazole were therefore tested 
for synergistic action on a relatively resistant organism, 
Salmonella typhi. The combinations were examined in 
vitro with “ penassay ”’ broth as the culture medium and 
in vivo on mice, which were given 0-6 ml. of a 6-hour 
culture of Salm. typhi intraperitoneally and thereafter 
received by the same route a single injection of the drug 
or drug combination under test. 

These extensive experiments showed that the results 
obtained in vivo and in vitro with the same prepara- 
tions were frequently at variance; correlation was only 
obtained in about 50% of the tests, and these results 
therefore illustrate the difficulties involved in attempting 
to utilize the in vitro method as the only basis for clinical 
trials. Furthermore, it was frequently found that in 
order to obtain the synergistic action it was necessary to 
employ certain concentrations of these drugs. [For 
details of the effective combinations the reader is referred 
to the original paper.] The greatest synergistic action was 
obtained when a mixture of 1 or 2 zg. streptomycin with 
200 units of penicillin was used to treat the infected mice. 

J. Smith 


2197. In vitro Response of Staphylococcus to Aureo- 
mycin, Streptomycin, and Penicillin 
C. E. LaNKForp and H. Lacy. Texas Reports on 


Biology and Medicine {[Tex. Rep. Biol. Med.] 7, 111-124, . 


Spring, 1949. 5 figs., 17 refs. 


The authors, working in the Department of Bacterio- 
logy of the University of Texas, studied the relation of 
aureomycin, streptomycin, and penicillin to 21 strains 
of Staphylococcus aureus. Aureomycin was used as the 
water-soluble hydrochloride, and “ bacto” tryptose 
agar, or broth, plus 0-1% glucose was the test medium. 


One drop of a 1 in 1,000 dilution of a light suspension 
of the test organisms was used as an inoculum. Mutant 
cultures of increased antibiotic tolerance were selected 
by a procedure first used for gonococci by Lankford, 
Scott, and Cooke (J. Bact., 1943, 45, 201). 

The range of aureomycin tolerance was narrow, 0-08 
to 0-30 yg. per ml. on agar and 0-012 to 0-033 yg. per 
ml. in tryptose broth being needed to produce a 50% 
growth inhibition (this standard was used because 
aureomycin does not give a sharp end-point of bacterio- 
stasis). The same cultures possessed a range of tolerance 
for penicillin of 0-006 to 1-0 jx»g. per ml. and for strepto- 
mycin of 0-3 to 3-0 wg. per ml. The incidence of 
aureomycin mutants was low in 4 cultures and the in- 
crease in tolerance small. There was much less risk of 
resistant mutants developing clinically with aureomycin 
than with penicillin or streptomycin. Among second- 
stage mutants was a small colony type which was stimu- 
lated by aureomycin. Mixtures of aureomycin and 
penicillin or streptomycin show little synergism and there 
are marked interference effects im vitro, bacteriostasis 
by one antibiotic often being partially reversed by the 
other. Malcolm Woodbine 


2198. The. Mechanism of Streptomycin Action. I. 
Action of Streptomycin on Bacteria. (Sur le mécanisme 
de l’action de la streptomycine. I. Action de la strepto- 
mycine sur les bactéries) 
R. Linz. Annales de I’Institut Pasteur [Ann. Inst. 
Pasteur] 76, 250-262, March, 1949. 24 refs. 


Streptomycin is fixed by bacteria, but only in very 
small amounts, such as 0-1 to 0-5% of the streptomycin 
present. This small amount is sufficient to produce 
bacteriostasis. Bacteria which have become resistant to 
the substance still fix streptomycin. The bacteriostatic 
effect is established after a period of latency, and once it 
has occurred it becomes irreversible. The latent period 
is very short at all temperatures from 0° to 37° C. The 
action of streptomycin on susceptible bacteria occurs in 
two phases. Fixation can be inhibited by sodium 
chloride (15% solution); physiological saline favours 
fixation; cysteine also inhibits fixation. The second 
phase, a chemical reaction between streptomycin and a 
cell constituent—probably cysteine—is inhibited by 
acids. It is to a certain extent reversible. Fixation is 
probably a physical reaction only. G. M. Findlay 


2199. Streptomycin in the Treatment of Leptospira 
Carriers. Experiments with Hamsters and Dogs 

K. T. BRUNNER and K. F. Meyer. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 70, 450-452, March, 1949. 6 refs. 


The present investigation was undertaken to determine 
whether leptospirae multiplying in the renal tubules of 
chronic carriers could be reached and destroyed by 
streptomycin. In the first experiment 40 hamsters each 
received an intraperitoneal injection of 0-25 ml. of a 
virulent culture of Leptospira canicola. Each was given 
500 mg. penicillin in oil intramuscularly at the 60th hour 
after infection, and a second dose of 250 mg. 12 hours — 
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later. Four hamsters died of leptospirosis in 12 to 15 
days. After 32 days 9 of the 36 survivors were killed and 
from all of these leptospirae were isolated from the 
kidneys. Thus the remaining 27 were regarded as 
carriers; 18 were given 5 mg. streptomycin in oil intra- 
muscularly on 3 successive days; 9 were kept as controls. 
All 27 were killed on the second day after the last 
streptomycin injection. Leptospirae could not be 
isolated from the kidneys of any of the streptomycin- 
treated animals, whereas they were isolated from the 
kidneys of all 9 controls. 

In the second experiment 5 dogs were infected intra- 
peritoneally with about 50 million L. canicola per kg. 
body weight. Eighteen days later large numbers of 
leptospirae were found in the urine of all five. One 
dog died of typical leptospirosis but the other 4 were 
treated with intramuscular injections of streptomycin in 
oil. In one animal treatment was started 4 weeks after 
infection, 700 mg. being given on the first day and 500 
mg. daily for 5 days; with the other 3 treatment was 
started at 5 weeks, 40 mg. per kg. body weight being given 
daily for 4 days. In all animals, examinations of urine 
for leptospirae gave negative results after the treatment. 
The 4 dogs were finally killed and kidney material was 
cultured and injected intraperitoneally into hamsters with 
negative results. 

In the last experiment 4 dogs received intraperitoneal 
injections, 2 of L. canicola and 2 of L. icterohaemorrhagiae. 
One of the former died, and urine of the other 3 was 
shown to contain leptospirae 14 and 23 days after 
injection. Two dogs, one infected with each organism, 
were then treated with streptomycin, 40 mg. per kg. 
body weight, on 3 successive days. Two days later 
urine from all 3 dogs was examined and leptospirae were 
found only in the untreated animal. Finally the 2 
treated animals were killed and kidney material was 
examined for leptospirae with negative results. 

Mary Barber 


2200. Antihistamine Drugs in Treatment of Nausea and 
Vomiting due to Streptomycin 

J. R. BIGNALL and J. Crorton. British Medical Journal 
[Brit. med. J.] 1, 13-14, Jan. 1, 1949. 6 refs. 


Nausea and vomiting during streptomycin treatment 
were completely relieved in 4 cases by either “ benadryl ” 
in a dosage of 50 or 100 mg. or “ antistin”’ in a dosage 
of 100 mg. given 8-hourly by mouth. Giddiness due to 
streptomycin was unaffected by antihistamine drugs. 

Geoffrey McComas 


See Abstracts of World Surgery, 1949, 6, 299. 


2201. Aureomycin in Urinary Infections due to Gram 
Negative Organisms 

A. M. RUTENBURG and F. B. SCHWEINBURG. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 70, 464-467, March, 1949. 
5 refs. 


The first part of this paper records in vitro studies on 
the sensitivity to aureomycin of ten strains each of 
Pseudomonas pyocyanea, Proteus vulgaris, Aerobacter 


aerogenes, and Bacterium coli. All strains had been 
recently isolated from infected urine. Tests were carried 
out by means of serial dilutions in broth with an inoculum 
of from 1,500 to 25,000 bacteria. The lowest concentra- 
tion of aureomycin causing complete inhibition of growth 
varied widely for different strains of each species. For 
Ps. pyocyanea it varied from >200 to 0-4 jxg., for Proteus 
from 50 to <0-0125 pg., for Aero. aerogenes from 
>200 pg. to 0-05 pg. and for Bact. coli from 25 pg. to 
0-1 pg. 

The second half of the paper deals with clinical 
observations in 10 cases of urinary infection treated with 
aureomycin. Previous treatment with other chemo- 
therapeutic agents had been tried without success in 
9 cases. The infecting bacteria consisted of strains of 
Bact. coli, Ps. pyocyanea, Proteus, Aéro. aerogenes, 
Streptococcus faecalis, and Strep. viridans, occurring alone 
or in various combinations, and all were shown to be 
resistant if vitro to streptomycin, penicillin, and sulphon- 
amides. To 9 of the patients aureomycin was given 
intramuscularly, usually in doses of 80 mg. every 8 hours 
for 5 to 6 days. Acutely ill patients received an initial 
dose of 300 mg. in 500 ml. saline intravenously. The 
tenth was given aureomycin by mouth, 4 g. the first day, 
3 g. the second, and 2 g. daily thereafter. In all cases 
treatment was continued for 2 to 3 days after the urine 
became sterile. No toxic reactions occurred in any 
patients, apart from pain at the site of injection. The 
clinical symptoms cleared up in all cases. In 8 the urine 
became sterile and remained so for 7 to 10 days after 
treatment was discontinued. Of the remaining two, one 
was a case of chronic pyelonephritis infected with a strain 
of Aero. aerogenes which was resistant in vitro to 200 pg. 
per ml. aureomycin. The other was a case of pyelo- 
nephritis after prostatectomy; the Ps. pyocyanea infec- 
tion was eliminated by aureomycin but infection due to 
a strain of Aero. aerogenes resistant in vitro to 200 pg. 
aureomycin was not eliminated. Mary Barber 


2202. Blood and Cerebrospinal Fluid Concentrations of 
Aureomycin After Oral and Intramuscular Administration 
M. H. Lepper, H. F. Dow ina, R. L. BrRICKHOUusE, and 
E. R. CaLpwett. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 34, 366-371, March, 1949. 
1 fig., 2 refs. 


In previous studies the authors found that aureo- 
mycin was inactivated so rapidly in vitro that it could not 
be estimated by methods similar to those used for peni- 
cillin and involving 24 hours’ incubation. In the present 
investigations, therefore, estimations were carried out by 
making serial dilutions of the fluid to be tested in tryptose 
phosphate broth and seeding with Bacillus cereus. The 
results were read after 4 hours’ incubation in a water bath 
at 37°C. 

With this method aureomycin concentrations were 
studied in the body fluids of patients being treated with the 
antibiotic. After oral administration it was found that 
the concentrations in blood usually reached a peak at the 
third hour and ranged from 0-13 to 2 wg. per ml. after a 
single dose of 300 mg. or from 0-13 to 4 jag. after a dose 
of 700 mg. Detectable concentrations were present in 
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all cases up to the eighth hour, in 26 out of 32 specimens 
tested at 12 hours, and in 8 out of 30 at 24 hours. When 
100 mg. was administered intramuscularly the highest 
concentration was reached | to 3 hours after injection and 
again ranged from 0-13 to 2 wg. per ml., but the anti- 
biotic was not usually detected after 8 hours. 
Concentrations were measured in 12 samples of 
cerebrospinal fluid obtained from 9 patients, and aureo- 
mycin was detected in 8 of the specimens, its concentra- 
tion depending on the height and duration of the blood 
concentration. The authors also mention that one 
patient with pneumococcal meningitis recovered when 
aureomycin was administered by mouth alone. In one 
patient 2-hour specimens of urine were tested over a 
period of 6 hours after oral administration of 1,000 mg. 
Ten per cent. of the antibiotic was recovered during that 
period and the urinary concentration was about 100 times 
that in the blood. Mary Barber 


2203. Streptocin, Antibiotic Isolated from Mycelium 
of Streptomyces griseus, Active Against Trichomonas 
vaginalis and Certain Bacteria 

S. A. WAKSMAN, D. A. Harris, A. B. KUPFERBERG, 
H. O. SinGHEeR, and H. Stywes. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. Soc. 
exp. Biol., N. Y.] 70, 308-312, Feb., 1949. 1 fig., 9 refs. 


The authors, working in the New Jersey Agricultural 
Experiment Station and the Ortho Research Foundation, 
have examined an antibiotic active against Gram- 
positive bacteria, fungi, and trichomonads. It is soluble 
in ether and chloroform and has been called streptocin. 
The antibiotic inhibits the growth of Mycobacterium 
tuberculosis, H37 Rv, including a streptomycin-resistant 
strain. Although present in the culture filtrates of 
strains of Streptomyces griseus, it occurs mostly in the 
mycelium derived from surface cultures. Trichomonas 
vaginalis, grown on a_ simplified trypticase-serum 
medium, was used for both trichomonadostatic and 
trichomonadocidal studies with streptocin. A crystalline 
product, obtained by the use of solvent fractionation and 
chromatography, was found to be very active against the 
strain of 7. vaginalis used, and a unit, based on the 
amount per ml. needed to kill 75,000 seeded organisms 
after 48 hours’ incubation at 37° C., has been defined. 
In contrast to actidione, streptocin can be sublimed at 
100° C. in a vacuum of 0-00001 mm., and the two anti- 
biotics are distinct entities on the basis of their chemical 
properties and antimicrobial spectra. 

Malcolm Woodbine 


2204. Contribution to the Study of a New Antibiotic, 
Polymyxin (Aerosporin). (Contribution a l’étude d’un 
nouvel antibiotique, la polymyxine (aérosporine)) 

C. Levapiti, A. VAISMAN, and J. HENRY-EvENO. Revue 
TImmunologie et de Thérapie Antimicrobienne [Rev. 
Immunol.) 13, 112-127, 1949. 10 figs., 11 refs. 


2205. A Method for the Determination of Aureomycin in 
the Blood 


S. S. SCHNEIERSON and B. ToHARSKY. Journal of Bac- 
teriology (J. Bact.) 57, 483-487, May, 1949. 7 refs. 


2206. Studies of the Bactericidal and Mycocidal Pro- 
perties of Distillates of Castor Oil and Arachis Oil. 
(Etudes des propriétés bactéricides et mycocides des 
distillats des huiles de ricin et d’arachide) 

J. Sotomipes. Comptes Rendus des Séances de la 
Société de Biologie [C.R. Soc. Biol.] 143, 180-181, Feb., 
1949. 3 refs. 


PENICILLIN 


2207. Studies on the Synergistic Action of Penicillin and 
Sulphonamides on Causative Organisms belonging to the 
Typhoid, Paratyphoid, Enteritis, Dysentery and Coli 
Groups. (Untersuchungen iiber die synergische Wirkung 
von Penicillin und Sulfonamiden auf Erreger aus der 
Typhus-Paratyphus-Enteritis-Ruhr- und Coligruppe) 

W. Knapp. Zeitschrift fiir Hygiene und Infektionskrank- 
heiten [Z. Hyg. InfektKr.] 129, 119-145, 1949. 11 refs. 


Preliminary experiments showed that various aqueous 
solutions of penicillin can be stored at room temperature 
for fairly long periods (up to 12 months) without loss of 
bacteriostatic and bactericidal properties. In five 
experimental series with penicillin alone or in combina- 
tion with several well-known German and Swiss pro- 
prietary sulphonamide preparations, it was shown that 
the typhoid and paratyphoid groups of organisms in 
broth culture were very susceptible (125 to 1,000 times the 
dose required to inhibit staphylococcal cultures) to the 
bacteriostatic and bactericidal effect of penicillin alone 
or in combination with sulphonamide drugs; the 
synergistic effect was less marked with organisms grown 
on agar plates. The synergistic effect, though observed 
in some tests, was very variable with the dysentery and . 
paradysentery groups of organisms, and it was least 
marked with the coli group (2,000 to 4,000 times the dose 
of penicillin required to produce bacteriostatic or 
bactericidal action on staphylococci). It is suggested 
that chronic carriers of typhoid and paratyphoid 
organisms should be treated with a combination of 
sulphonamides and penicillin. H. P. Fox 


2208. Changes in Glutathione Content of Blood During 
Penicillin Treatment and its Role in the Action of Penicillin. 
(Die Anderung des Blutglutathiongehalts im Laufe der 
Penicillinbehandlung und deren Rolle im Wirkungs- 
mechanismus des Penicillins) 

L. Mosonyt and E. Osiatr. Wiener Zeitschrift fiir 
Innere Medizin (Wien. Z. inn. Med.| 30, 32-38, Jan., 
1949. 19 refs. 


The reduced glutathione content of blood is increased 
after a single injection of penicillin and with continued 
treatment remains at a fixed high level. The amount of 
this increase probably depends less on the type of in- 
fection than on the number of pathogenic bacteria pre- 
sent. Even in vitro contact of penicillin with living 
bacteria results in glutathione production. 

The authors’ opinion of the action of penicillin is that 
it proceeds in two phases. At first, after contact with 
living micro-organisms there is a morphological change 
which, their experimental findings suggest, may be due 
to the acceleration of the metabolism and production of 
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glutathione. In the second phase there is a diminution 
in the concentration of glutamic acid, which is essential 
for bacterial growth. This occurs partly through the 
formation of glutathione, and partly through the morpho- 
logical changes undergone by the bacteria—that is, 
through a decrease in the proportion of the surface size 
to the volume. According to this theory those bacteria 
are least sensitive to penicillin which do not especially 
need glutamic acid.—[Authors’ summary.] 


2209. The Effect of Caronamide on the Blood Concentra- 
tion of Penicillin Following Oral and Intramuscular 
Administration of Penicillin 

W. W. ZELLER, M. H. Lepper, J. A. Ropinson, H. L. 
Hirsh, and H. F. DowLinG. Annals of Internal Medicine 
[Ann. intern. Med.| 30, 398-407, Feb., 1949. 1 fig., 
14 refs. 


Caronamide undoubtedly reduces the wastage of 
penicillin through the kidneys. It is given in a dosage 
of 4 g. 4-hourly, but the large size of the tablets is apt 
to cause nausea. A simple emulsion containing 0°5 g. 
of the drug per teaspoon is available and is very useful 
for children. Roughly, caronamide will quadruple the 
effective levels of penicillin in the serum; it is more 
generally useful in clinical practice if given in association 
with oral penicillin than with intramuscular injections. 

G. F. Walker 


2210. The Clinical Results of Combined Penicillin and 
Ice Therapy 

R. A. Gitpert, R. A. CALL, and D. J. Roose. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.] 
84, 245-254, March, 1949. 3 figs., 12 refs. 


Lesions infected with either staphylococci or haemo- 
lytic streptococci were treated with penicillin alone, ice 
alone, or penicillin and ice. Cases were divided into 
3 groups according to the mode of treatment, each group 
containing a similar ratio of severe to moderate cases; 
in all there were 15 cases of varicose ulcers, 45 cases of 
secondarily infected epidermophytosis, and 60 cases of 
wound infection. Ice therapy consisted of the local 
application of ice bags for 5 days, or for 12 hours in the 
case of epidermophytosis. Those receiving no other 
form of therapy were given 3-hourly intramuscular 
injections of 50,000 units penicillin to a total of either 
1:2 to 1-6 mega units for cases of varicose ulcer, or 
0-5 to 2:5 mega units for cases of wound infection; cases 
of epidermophytosis received 30,000 units 3-hourly to a 
total of 240,000 units. Patients treated with combined 
ice and penicillin received 500,000 units of penicillin in 
10 ml. 1% procaine by infiltration about the lesion, the 
region having first been chilled for one hour. Thereafter 
ice bags were reapplied for 5 days, or from 12 hours to 
2 days in the case of the infected wounds. The lesions of 
those receiving the combined therapy healed more quickly 
and the patients were fit for discharge sooner than those 
receiving penicillin or ice only. The reasons for the 
better results with the combined therapy are discussed. 
The authors were able to show that penicillin was still 
detectable in blood samples removed 31 hours after the 


local infiltration. They consider that in ihe combined 
treatment the penicillin remains for a relatively long time 
and in high concentration at the site of the lesion. - 

J. E. M. Whitehead 


2211. An Experimental Study of Some Repository 
Dosage Forms of Penicillin 
A. K. MILLER, W. F. VerRwey, and D. L. Witmer. 


' Proceedings of the Society for Experimental Biology and 


Medicine [Proc. Soc. exp. Biol., N. Y¥.] 70, 313-315, Feb., 
1949. 8 refs. 


The authors examined 5 preparations of penicillin with 
prolonged action. Using a tube dilution assay method 
(Amer. J. clin. Path., 1948, 18, 421) and single intra- 
muscular injections of 300,000 units in dogs, they found 
that after administration of procaine penicillin in a 
peanut oil and aluminium stearate gel suspension peni- 
cillin was detectable in plasma for the longest periods. 

This observation was confirmed by the development of 
a mouse protection test. Mice were divided into the same 
number of groups as there were preparations and, at a 
given time, each mouse received 15,000 units of one of the 
penicillin preparations in 0-05 ml., intramuscularly in the 
left hind leg. [No details are given of the accuracy of 
administration of this small volume.] After 1, 4, 8, 24, 
48, 72, 96, 120, 144, and 168 hours, 10 to 20 mice from 
each group were given at least 1,000 lethal doses of a 
6-hour culture of type I pneumococcus. The mice were 
then observed for 7 days. Two penicillin preparations of 
particle size 5 and 50 y were included in the investigations. 
After several tests the average results showed that an 
aqueous solution of sodium penicillin was least effective 
in protection, the suspensions of procaine penicillin in 
water and in oil were approximately equal, the large- 
particle sodium penicillin in beeswax and oil was more 
effective, and the small-particle procaine penicillin 
suspended in peanut oil and aluminium monostearate was 
the most effective preparation tested. ; 
Malcolm Woodbine 


2212. The French Precursor of the Antibiotic Action of 
Penicillium. (Le précurseur frangais de l’action “ anti- 
biotique du Pénicillium) 

—. Justin-GopartT. Bulletin de l’ Académie Nationale 
de Médecine [Bull. Acad. nat. Méd., Paris] 133, 143-146, 
Feb., 1949. 


Attention is drawn to the work of Duchesne, who in 
1897 submitted a thesis to the Faculty of Medicine of the 
University of Lyons entitled, “‘ Contribution a Il’étude de 
la concurrence vitale chez les micro-organismes. 
Antagonisme entre les moisissures et les microbes” 
(‘Contribution to the Study of the Vital Competi- 
tion between Micro-organisms. Antagonism between 
Moulds and Microbes”’), in which he showed that a 
culture of bacteria would not grow in water contain- 
ing Penicillium. 

Guinea-pigs into which mixtures of broth cultures of 
Penicillium and of Bacterium coli or of Salmonella typhi 
had been injected intraperitoneally were protected, 
whereas guinea-pigs into which the same cultures of the 
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bacteria alone had been similarly injected died. “Il 
semble . . . résulter de quelques-unes de nos expériences 
que certaines moisissures (Penicillium glaucum) inoculées 
a4 un animal, en méme temps que des cultures trés 
virulentes de quelques microbes pathogénes. . . sont 
capables d’atténuer, dans de trés notables proportions, 
la virulence de ces cultures bactériennes”’. (It appears 
from our experiments that inoculation into an animal of 
such moulds as Penicillium glaucum at the same time as 
very virulent cultures of some pathogenic microbes will 
considerably attenuate the virulence of these bacterial 
cultures.) G. M. Findlay 


2213. The Transplacental Passage of Penicillin: Thera- 
peutic Applications. (Note sur le passage transplacent- 
aire de la pénicilline. Applications thérapeutiques) 

—. LAcomME, A. FABRE, and D. Mayacos. Bulletin de 
l Académie Nationale de Médecine [Bull. Acad. nat. Méd., 
Paris} 133, 240-243, March, 1949. 


Single doses of 200,000 units of penicillin of various 
brands were injected into 23 women in labour. The 
patient’s blood, the foetal blood, the placental blood, the 
amniotic fluid, and the foetal urine were all tested (once 
only) for penicillin at an interval from the time of 
injection varying between 10 minutes and 9 hours 25 
minutes. 

These estimations revealed that: (1) the different 
varieties of penicillin diffuse through the placenta at 
different rates and in different total amounts and that 
amorphous penicillin diffuses best and most rapidly; 
(2) the penicillin content of placental blood is always 
higher than that of foetal blood, indicating absorption 
and utilization of penicillin by the foetus; (3) penicillin 
corcentration is high in the amniotic fluid and in foetal 
urine. These findings lead the authors to conclude that 
penicillin administration is of great value in the prevention 
of congenital syphilis. Nicolas Tereshchenko 


2214. The Chemotherapeutic and Pharmacological 
Properties of the L-Ephedrine Salt of Penicillin G (Tersavin) 
E. GRUNBERG, L. O. RANDALL, and R. J. SCHNITZER. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol. 95, 336-346, March, 1949. 18 refs. 


If the two substances are compared molecule for mole- 
cule the L-ephedrine salt of penicillin G—* tersavin ”’— 
has about the same LD 50, circulatory effect, and 
bronchoconstrictor effect as L-ephedrine. The com- 
pound has also, molecule for molecule, the same bacterio- 
Static effect in vitro as penicillin G, and much the same 
curative effect on generalized infections in vivo. Possibly 
owing to the vasoconstrictor action of tersavin, absorp- 
tion of penicillin G from sites where tersavin has been 
injected is slower than that from sites into which peni- 
cillin G alone has been injected, and bacteriostatic blood 
levels are maintained slightly longer. There is some 
evidence that the prophylactic activity of tersavin is 
Prolonged in local infections of the skin. 

C. L. Oakley 


, See also Section Microbiology, Abstract 2316. 
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2215. Serum Concentration Following the Oral 
Administration of Crystalline Procaine Penicillin G and 
Crystalline Sodium Penicillin G 

D. K. KitcHen, E. W. THomas, and C. R. REIN. Journal 
of Investigative Dermatology [J. invest. Derm. 12, 147- 
149, March, 1949. 1 fig., 8 refs. 


SULPHONAMIDES 


2216. The Effect of Sulfathalidine on the Bleeding and 
Clotting Time of the Blood and Prolongation Reduction by 
the Administration of Vitamin K 

L. T. Wricut, F. R. Cote, and L. M. HILL. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.) 88.. 
201-208, Feb., 1949. 13 refs. 


Sulfathalidine ”, phthalylsulphathiazole, was intro- 
duced in 1943 and was shown to have from two to four 
times greater bacteriostatic activity than succinylsulpha- 
thiazole on coliform organisms. Several workers have 
reported that in cases of carcinoma of the colon and other 
lesions of the large bowel the administration of succinyl- 
sulphathiazole had to be stopped because of haemorrhage. 
This was probably due to the fact that these drugs - 
destroy the organisms in the bowel responsible for the 
synthesis of vitamin K, since it has been shown that the 
effectiveness of many sulphonamides in causing vitamin 
K deficiency is in direct proportion to their bacteriostatic 
action on coliform organisms in the intestine of animals. 

The present authors from New York studied the effect 
of sulfathalidine on the bleeding and clotting time 
in 71 cases. The first 5 patients received 5 g. of sulfa- 
thalidine per day and the rest a dose of 0-25 g. of the drug 
per kg. body weight in six divided doses. To a group of 
30 patients 5 mg. vitamin K also was given twice a day. 
It was found that in 50 patients who did not receive 
the vitamin K the bleeding time was prolonged, and the 
clotting time elevated in 56. In the patients who 
received vitamin therapy, the figures were 8 in each 
case. They therefore conclude that all patients receiving 
sulfathalidine pre-operatively and post-operatively should 
also receive vitamin K. ‘ 

[It seems a pity that no attempt was made to study the 
prothrombin level in these cases. This would have made 
the paper more interesting and valuable.] 

; J. V. Wilson 


2217. The Effect of Sulfanilamide on Salt and Water 
Excretion in Congestive Heart Failure 

W. B. ScHwartz. New England Journal of Medicine 
[New Engl. J. Med.] 240, 173-177, Feb. 3, 1949. 3 figs., 
10 refs. 


The author points out that if a specific method were 
available for inhibiting the re-absorption by the renal 
tubules of sodium from the glomerular filtrate it might 
well prove successful in the treatment of oedema. 

Sulphanilamide is a specific inhibitor of carbonic 
anhydrase, and its administration in dogs causes a reduc- 
tion in tubular excretion of hydrogen ions and con- 
comitant diminution of sodium re-absorption. The 
author considered that sulphanilamide administration ; 
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should cause in man a disturbance in acid-base balance 
which should result in failure to re-absorb fixed base from 
the glomerular filtrate. This loss of fixed base might 
cause diuresis. 

Three patients with severe congestive heart failure and 
oedema were investigated. They were given 4 to 6 g. 
of sulphanilamide per day to maintain the serum level at 
about 12 mg. per 100 ml. They were kept at rest and 
given a constant diet of 2,000 Calories containing about 
300 mg. of sodium. The daily fluid intake was kept 
constant. Digitalis was continued, but no ammonium 
chloride, mercurials, or sodium-containing medicines 
were given. In all patients sodium and potassium excre- 
tion increased within the first 24 hours of sulphanilamide 
administration, and there was a weight loss correlated 
with the increase in sodium output. The author points 
out that sulphanilamide is unquestionably too toxic a 
drug for prolonged use, but other less toxic sulphonamides 
that also inhibit carbonic anhydrase are under investiga- 
tion. S. Oram 


2218. Antagonistic Influence of Carbohydrates upon 
Bacterial Inhibition by Sulfonamides in vitro 

M. GeRUNDO. Texas Reports on Biology and Medicine 
[Tex. Rep. Biol. Med.| 7, 58-68, Spring, 1949. 19 refs. 


Preliminary studies showed that the addition of 0-25 
to 0-50% of sugars to tryptose phosphate broth contain- 
ing ‘“‘ sulphasuxidine” gave better growth than if the 
sugar was omitted. Concentrations of 1 in 2,500 or 
5,000 of the sulphonamide have an inhibitory effect on 
bacterial growth (22 strains including species of sal- 
monella and shigella) in the absence of sugars, or if the 
sugar added is not fermented by the organism. Effects 
were similar with sulphathiazole and with either 0-1 or 
0-5% glucose . Growth in tubes containing sulphasuxidine 
and glucose is less if phosphate is omitted from the 
medium, and the addition of aneurin stimulates 
bacterial growth in the presence of the sulphonamide 
but not in the absence of the latter. The results are 
discussed at length on a biochemical basis. 

Malcolm Woodbine 
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2219. Nicotine in Blood in Relation to Smoking 

W. A. Wotrr, M. A. Hawkins, and W. E. GILEs. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 95, 145-148, Feb., 1949. 1 fig., 7 refs. 


Nicotine levels in the blood of adults were estimated 
colorimetrically. The distillate from an alkalinized 
trichloroacetic acid filtrate of the blood was divided into 
two parts and one was treated with activated carbon 
to remove the nicotine. Each was then treated with 
cyanogen bromide and f-naphthylamine and from the 
difference in colour, estimated with a spectrophotometer, 
the amount of nicotine was calculated. 

Tests were made on 15 subjects, all of whom smoked 
more than 20 cigarettes a day. The first blood sample 
was taken after 8 to 10 hours’ abstinence; the subjects 
then smoked 20 cigarettes in 7 hours and a second sample 


was taken. A nicotine-like substance was detected in 
both cases: there seemed to be more in the blood of those 
who inhaled deeply than in those who did not. Average 
figures for “* deep inhalers ”’ (4 in the group) were 0-2 mg. 
per litre of blood before and 0-28 mg. per litre after the 
20 cigarettes. Lower figures were obtained for pipe and 
cigar smokers. The authors concluded that 80 to 95% 
of the nicotine was metabolized during the period of 
smoking. No tests were made on non-smokers and, 
because of the small number of subjects, the results were 
not analysed statistically. 

[The conclusion that 80 to 95% of the nicotine was 
metabolized depends upon the assumption that 60 mg. 
of nicotine is absorbed from the smoke of 20 cigarettes. 
The findings of Burn, Truelove, and Burn (Brit. med. J., 
1945, 1, 403) do not confirm this high figure: they 
estimated that only 10 mg. nicotine was absorbed from 


20 cigarettes.] John R. Vane 
2220. Fatal Hemorrhage in Dicumarol Poisoning, with 
Report of Necropsy 


I. F. Durr and W. H. SHULL. Journal of the American 
Medical Association [J. Amer. med. Ass.] 139, 762-766, 
March 19, 1949. 25 refs. 


In the case reported in this paper the patient had 
received, for pain and swelling in the legs, what was 
estimated to be 11-1 g. of dicoumarol over a period of 
about 37 days before she was admitted to hospital in a 
semicomatose state with peripheral vascular failure, 
haemoptysis, vaginal bleeding, and submucous and sub- 
cutaneous ecchymoses. The clotting time, as estimated 
by the method of Lee and White, was 48 minutes, and the 
prothrombin time was so prolonged (500 to 800 seconds) 
that expression of prothrombin as a percentage of normal 
by usual methods was impossible. In spite of blood 
transfusion and massive doses of vitamin K_ intra- 
venously, she died 15 hours after admission. At 
necropsy a widespread haemorrhagic state was found. 

A. Brown . 


2221. Acute Phenobarbitone Poisoning. Treatment with 
Picrotoxin 

E. G. Siva-Lumspen. Lancet [Lancet] 1, 217-220, 
Feb. 5, 1949. 1 fig., 16 refs. 


The statistics of barbiturate poisoning are discussed. 
The toxicology of the group, and of phenobarbitone in 


particular, is dealt with, and the general principles of — 


treatment of the acute case are considered, with.a special 
note of the merits of picrotoxin. 

The author’s own case was that of a man of 25, found in 
a state of complete coma, with absent reflexes, a low 
blood pressure, and shallow, bubbly respiration at a rate 
of 16a minute. Subsequently, it was found that he had 
taken 115 gr. (7-5 g.) of phenobarbitone, together with 
150 gr. (10 g.) of aspirin. An intravenous injection of 
5 ml. of nikethamide produced no response and gastric 
lavage with sodium bicarbonate was performed. Picro- 
toxin, in 0-3% solution, was injected intravenously, 5 ml. 
being first given and then 2 ml. every 15 minutes. Atro- 
pine and penicillin were given and an airway was inserted. 
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He was still unconscious in the evening with a tempera- 
ture of 102° F. (38-9°C.). The face was flushed and 
sweating had begun. During the night he remained 
comatose but had short intervals of restlessness after the 
picrotoxin injections. On the next day reflexes had 
returned. By the evening he had become excitable and 
had one tonic-clonic spasm. The drug was withheld 
for 3 hours and he relapsed into deep sleep. On re- 
starting the drug, he became conscious but then violent. 
On the following morning he could be roused and the 
interval between doses was increased to 20 minutes. 
By the fourth day he was easily roused and picrotoxin 
was stopped on the fifth day after a total of 1-65 g. had 
been given. He made a complete recovery. 

This patient recovered completely from what, before 
the days of picrotoxin, would have been regarded as 
twice the lethal dose of phenobarbitone. Pulmonary 
oedema, a very frequent complication in such cases, did 
not develop. Gastric lavage is recommended in all cases 
owing to the great variation in the rate of absorption in 
different persons, especially those with gastritis. Picro- 
toxin was given over a period of 5 days in this case but in 
other cases administration has continued for longer than 
this. Reginald St. A. Heathcote 


2222. Lithium Intoxication Occurring with the Use of 
a Table Salt Substitute in the Low Sodium Dietary Treat- 
ment of Hypertension and Congestive Heart Failure 

A. M. WALDRON. University Hospital Bulletin, Ann. 
Arbor (Univ. Hosp. Bull., Ann Arbor] 15, 9-10, Feb., 
1949. 5 refs. 


A table salt substitute, composed of 25% lithium 
chloride, 0-2% citric acid, and 0-01°% potassium iodide in 
water, was administered to patients on a low-sodium 
diet (200 mg. sodium daily). The chief advantage of 
lithium chloride is that its taste closely approximates to 
that of sodium chloride. Two cases are reported in full, 
in each of which doses of 68 to 135 ml. per month were 
taken for 4 months. Peculiar symptoms such as mental 
confusion, blurred vision, unsteady gait, generalized 
muscuiar weakness, and a feeling of exhaustion were 
apparent. Three to 4 days after the salt substitute was 
discontinued, marked improvement appeared and 4 days 
later the above symptoms had vanished entirely and did 
not recur. Two further cases are mentioned, although 
several similarly treated patients suffered no ill effects. 
Impairment of the function of the kidneys is suggested. 

G. B. West 


2223. Lithium Poisoning from the Use of Salt Substitutes 
A.C. Corcoran, R. D. TAYLor. and I. H. Pace. Journal 
of the American Medical Association [J. Amer. med. Ass.} 
139, 685-688, March 12, 1949. 2 figs., 6 refs. 


The case histories are given of 7 patients who were 
taking a low-sodium diet and using a salt substitute, 
consisting largely of lithium chloride, on their food, and 
who all developed lithium poisoning. The symptoms 
presented, in the order of their appearance, were as 
follows: tremor, muscle twitches, apathy, difficult 
mentation, blurring of vision, and mental confusion, 


followed in 2 cases by coma and death. Removal of the | 
salt substitute from the diet halted the progress of the 
symptoms in the other 5 cases, and there was a rapid 
return to normal. The circumstances in most cases 
suggested that sodium deficiency aggravated the 
symptoms. 

Experiments were then performed in rats, which were 
divided into two groups, one of which was fed on a 
sodium-deficient diet while the other was given 1% sodium 
chloride to drink. After 3 days the rats in each group 
received a dose of 50 mg. of lithium chloride in 10 ml. of 
water, the latter group being given 100 mg. of sodium 
chloride at the same time. This treatment was repéated 
daily, and in 24 hours symptoms had begun to appear in 
the sodium-deficient group. After 4 days all but one of 
this group were dead, while those receiving sodium 
chloride remained unaffected. P. A. Nasmyth 


2224. Severe Lithium Chloride Poisoning with Complete 
Recovery. Report of a Case 

R. L. STERN. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.} 139, 710-711, March 12, 1949. 


2225. Lithium Chloride as a Substitute for Sodium 
Chloride in the Diet. Observations on its Toxicity 

L. W. HANLON, M. Romaine, F. J. Gitroy, and J. E. 
Derrrick. Journal of the American Medical Association 
[J. Amer. med. Ass.] 139, 688-692, March 12, 1949. 
12 refs. 


2226. A Study on Mescaline in Human Subjects 
K. SALOMON, B. W. Gasrio, and T. THALE. Journal 
of Pharmacology and Experimental Therapeutics [{J. 
Pharmacol.] 95, 455-459, April, 1949. 6 refs. 


THERAPEUTICS 


2227. Further Evidence for Antibodies of Third Order. 
Fractionation of Agglutinins, Blocking Antibodies and 
Cryptagglutinoids by Physicochemical Methods 

J. M. Hitt, S. HABERMAN, and R. Guy. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 19, 
134-140, Feb., 1949. 1 fig., 16 refs. 


Human sera containing Rh antibodies (anti-C or 
anti-D) were precipitated with ion-exchange resins as 
described by Reid and Jones (Amer. J. clin. Path., 1949, 
19, 10), and the precipitate was fractionated by extraction 
with various concentrations of salt. The protein com- 
position of the fractions was determined by electro- 
phoretic examination, and the Rh-antibody composition 
by agglutination tests in saline for saline agglutinins, by 
Wiener’s blocking test for blocking antibodies, by 
Diamond’s albumin agglutination test for both of these 
and some cryptagglutinoids, by Coombs’s developing 
test, and Hill and Haberman’s test for all Rh antibodies. 
[Cryptagglutinoids give negative responses to the saline 
agglutination and Wiener blocking tests.] The euglo- 
bulin fraction contained almost all the blocking antibody 
and about half of the cryptagglutinoids; the f-globulin 
contained the other half of the cryptagglutinoids, while 
the y-globulin contained mostly saline agglutinins. 
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Traces of all antibodies may, however, be found in all 
- fractions. The authors: conclude that Rh antibodies 
against a single antigen (C or D) may be physically as 
well as serologically diverse, and emphasize that 
fractionation may unmask antibodies that, in the whole 
serum, were masked by more active fractions. 

C. L. Oakley 


2228. Action of Transfusion on the Mechanism of 
Haemostasis. (L’azione della trasfusione sui meccanismi 
dell’emostasi) 

P. Srorzini. Haematologica [Haematologica] 32, 279- 
318, 1948. 15 refs. 


In 16 patients with various severe diseases, the clotting 
time, clot retraction, bleeding time, capillary fragility, 
platelet count, and fragility of platelets were estimated 
for 7 days after a blood transfusion given in most cases 
on clinical grounds. Six patients benefited generally and 
the tests showed steady or transient improvement. In 
7 patients, after a very brief improvement mainly revealed 
by the clotting-time test, most tests indicated deteriora- 
tion. The quantity transfused was usually 200 to 500 ml. 

E. Neumark 


2229. Use of Blood Donors with Positive Serologic Tests 
for Syphilis—with a Note on the Disappearance of Pas- 
sively Transferred Reagin 

M. M. Ravitcu, T. W. FARMER, and B. Davis. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 18-23, Jan., 
1949. 2 figs., 20 refs. 


Sixteen patients with negative serological tests for 
syphilis were transfused with pooled plasma (500 ml.) 
from donors with positive serological tests for syphilis. 
Their sera were titrated before and at intervals after the 
infusion. Immediately after the infusion the titre was 
highest and fell progressively to zero 9 to 16 days later. 
None developed clinical signs of syphilis, but all had been 
treated with penicillin for the conditions for which they 
had been transfused. The plasma given had been stored 
frozen for 2 weeks to 2 months. It is concluded that 
such plasma is acceptable in a blood bank provided that 
it has been frozen, dried from the frozen state, or stored 
for at least 4 days in a refrigerator. 

John F. Loutit 


2230. Experimental Data on Intra-arterial Transfusion. 
(Documents expérimentaux sur la transfusion intra- 
artérielle) 

P. MA.iet-Guy, R. Fert, M. RADEMAKER, and H. 
ViGNo. Mémoires de Académie de Chirurgie [Mém. 
Acad. Chir., Paris| 75, 127-132, Feb., 1949. 


One of the authors, having seen intra-arterial transfu- 
sion of blood performed with success in New York, 
attempted to check previous experimental results. Dogs 
given morphine and handled under local analgesia were 


bled until in various degrees of shock and then transfused . 


either by the arterial or the venous route. Shock was 
recorded as incipient, severe, or agonal. Intravenous 
blood transfusion at a rate of 15 ml. a minute was always 
successful in resuscitating 10 dogs in incipient shock and 


6 dogs in severe shock, but failed to revive 3 dogs in the 
agonal state. Intra-arterial blood transfusion was 
invariably successful, both in 4 cases of severe shock and 
in 6 cases of the agonal state. The authors are therefore 
favourably impressed with intra-arterial transfusion, and 
add a warning against too rapid intravenous transfusion 
which may cause overdistension of the right ventricle, 
John F. Loutit 


2231. On the Chemical Sterilization of Blood and Blood 
Plasma 

F. W. HARTMAN, G. H. MANGUN, N. FEELEY, and E, 
JACKSON. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y. 
70, 248-254, Feb., 1949. 1 fig., 8 refs. 


To avoid transmission of homologous serum jaundice 
to recipiems of blood or plasma transfusions an attempt 
was made to find a suitable means of chemical steriliza- 
tion for these fluids. Methyl-bis-(8-chloroethyl)amine 
hydrochloride (HN2) was chosen for its virucidal and 
bactericidal properties. The virus of vesicular stomatitis 
was added to the medium to be tested, the HN2 was 
added, and mixtures and controls were allowed to stand 
for 3 to 5 days in the icebox. Tests were then made by 
inoculation intracerebrally into mice. Destruction of 
the virus appeared to be complete in ACD citrated plasma 
with 300 mg., in ACD whole blood with 500 mg., and 
in serum with 250 to 800 mg. of HN2 per litre. The 
optimum pH was 6-7 to 7-2. Cultures of Bacterium coli, 
Streptococcus haemolyticus, Staphylococcus aureus, and 
Pseudomonas aeruginosa in inactivated plasma were 
also tested with HN2. Sterilizing doses were found to be 
of a similar order. 

The potential toxicity of blood and plasma treated with 
HN2 was investigated at pH 8°0; after 5 days the material 
seemed entirely innocuous to mice. Two dogs and one 
normal man also received repeated infusions of treated 
material without ill effect. Another man who had be- 
come sensitized locally to HN2 by repeated application 
showed no reaction to repeated injection of plasma 
treated with HN2. 

Of the plasma constituents investigated only prothrom- 
bin, it is claimed, is affected. However, there were 
slight changes in the electrophoretic analysis. Erythro- 
cytes in stored whole blood appeared by tests in vitro 
to be unaffected except in the case of dog blood, in which 
haemolysis was noted with concentrations above 250 mg. 
HN? per litre. John F. Loutit 


2232. A Contribution to the Study of the Rh Factor 
and the Coombs Reaction. (Contribution a l’étude du 
facteur Rh et de la réaction de Coombs) 

G. VAN GOIDSENHOVEN. Revue Belge de Pathologie et de 
Médecine Expérimentale [Rev. belge Path.] 19, 59-80, 
Dec., 1948. 23 refs. 


Unlike agglutinogens of the ABO and MN groups, the 
Rh factor is destroyed by heat. It is not excreted in the 
saliva, and injections of sterilized saliva did not produce 
anti-Rh immunization in Rh-negative subjects. In 3 
erythroblastotic newborn babies the direct Coombs 
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reaction was positive. In 3 cases with Rh antibodies and 
in 4 with blocking antibodies the indirect Coombs reac- 
tion was strongly positive, and remained so after heating 
the preparation for 2 hours to 56°C. Errors may occur 
when sensitization towards agglutinogens other than those 
of the Rh group develops. In 5 volunteers who were 
immunized by the injection of saliva the direct Coombs 
reaction became positive. E. Neumark 


2233. Studies on the Nature of Incomplete Rh Antibodies. 
(Ricerche sulla natura degli anticorpi “ incompleti”’ Rh) 
T. FormaGcGcio. Haematologica [Haematologica] 32, 
117-133, 1948. 21 refs. 


Incomplete Rh antibodies do not differ substantially 
from the agglutinating Rh antibodies. An attempt was 
made to obtain a solution of incomplete antibodies in 
serum and in physiological saline by the adsorption of 
anti-Rh sera with Rh-positive erythrocytes. Similar 
attempts were made with employment of the stroma of 
Rh-positive erythrocytes and by the precipitation of 
globulin. The experimental results, though not con- 
clusive, suggest that the substance which impedes 
agglutination may be identical with that which favours 
the adhesion of albumin to the antigen-antibody complex. 

E. Neumark 


2234. The Effect of Microwave Diathermy on the Peri- 
pheral Circulation and on Tissue Temperature in Man 

J. W. GERSTEN, K. G. WAKIM, J. F. HERRICK, and F. H. 
Krusen. Archives of Physical Medicine [Arch. phys. 
Med.) 30, 7-25, Jan., 1949. 7 figs., 17 refs. 


Microwaves are electromagnetic radiations ranging in 
wave length between 1 m. and 8 mm., and in frequency 
between 300 and 300,000 megacycles per second. Their 
optical properties enable them to be focused and directed 
for therapeutic use, and they are capable of the produc- 
tion of heat when an oscillator with sufficient power 
output is employed. The purpose of this study was to 
determine the effect on the peripheral circulation and 
tissue temperature in the exposed area of irradiation with 
various outputs of microwaves for different periods of 
time in 50 normal human subjects (37 men and 13 
women). Tissue temperatures were recorded by means 
of three copper-constantan thermocouples inserted 
respectively into the muscles to a depth of 1-5 cm., into 
the subcutaneous tissue in the same area, and in contact 
with the overlying skin, the cutaneous thermocouple 
being weighted so that identical pressure in all directions 
could be maintained. The thermocouples were applied 
to the volar surface of the forearm, which was placed 
in the zone of maximum energy of the microwave 
generator in an area where there were no visible blood 
vessels. Blood flow was measured in the opposite arm 
with the venous occlusion plethysmograph and the com- 
pensating spirometer recorder. The source of the 
microwaves was the air-cooled, multicavity magnetron, 
and their frequency 2,450 megacycles per second (wave- 
length 12cm.). A 9cm. hemispherical director was used 
5 cm. from the skin. 

Tissue temperature was recorded after exposure at 


80 watts for periods ranging from 1 to 30 minutes, 10 to 
25 observations being made at each period. The 
greatest rise in temperature was found in the majority of 
instances in the muscles, whatever the time of exposure, 
and only very occasionally in the skin. In general the 
temperature of all three tissues rose with the time of 
exposure to a maximum at 20 minutes, the highest 
temperature recorded at that time being 42-8° C. in the 
skin, 44-2° C. in the subcutaneous tissue, and 45° C. in 
muscle. With exposure for longer periods, the tem- 
perature fell again, the maximum at 30 minutes being 
40-3° C. in muscle. At 60 watts, the results were similar 
but the temperature rise was proportionately less and was 
maintained slightly longer. During the second minute 
after the microwaves had been turned off the greatest 
reduction of temperature occurred in the subcutaneous 
tissue, but after that the fall in temperature was greatest 
in muscle. From the foregoing it is concluded that the 
amount of energy absorbed by muscle after exposure to 
microwaves is greater than that absorbed by subcutaneous 
tissue or skin. This may be due to the fact that the 
conductivity of muscle is greater than that of fatty tissue. 

Blood flow in the exposed limb increased by an average 
of approximately 25% after exposure for 15 minutes to 
microwaves at both 60 and 80 watts. Further exposure 
at 60 watts had a progressively diminishing effect, the 
average increase after 30 minutes’ exposure being only 
37%. At 80 watts, however, the effect was progressively 
greater with prolongation of exposure beyond 15 minutes, 
and after 30 minutes’ exposure an average increase in 
blood flow of 76% was recorded. Simultaneous measure- 
ment of blood flow in the unexposed limb showed a 
slight diminution with exposures up to 15 minutes, after 
which there was a slight increase, amounting on average 
to 8% after 30 minutes’ exposure. These findings are 
related to the failure of tissue temperature to rise beyond 
a certain maximum and its subsequent fall despite 
continued exposure, the blood flow after 20 minutes being 
sufficient to remove heat more rapidly than it accumu- 
lated. The increase of blood flow being much greater at 
80 watts than at 60 watts, the fall in temperature was 
correspondingly earlier and more rapid. 

Study of the increase of blood flow in relation to 
duration of exposure indicates an early phase of accelera- 
tion followed by a phase of retardation. The authors 
suggest that this may be explained as the result of certain 
variable factors which tend to increase or diminish 
circulation, the direct or indirect vasodilator effect of 
heat remaining constant. The accelerative factor may be 
found in the metabolites, which are formed within the 
tissues in greater quantities as temperature increases and 
probably aid in the dilatation of the vessels. The factors 
tending to retard the circulatory increase are the presence 
of a maximal vascular bed and the removal, by the 
circulation, of heat and metabolites, so that as the 
circulation increases it exerts a damping effect on further 
increase. If the “ flushing” action of an increase in 
blood flow is desired for therapeutic purposes, exposure 
for 30 minutes at 80 watts should prove more effective 
than exposure for 20 minutes under the conditions 
described and is also preferable to a 60-watt exposure of 
any duration within the limits of this study. M. B. Ray 
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2235. Forensic Psychiatry and Narco-analysis. (Psychi- 
atrie légale et narco-analyse) 

P. B. SCHNEIDER. Schweizer Archiv fiir Neurologie und 
Psychiatrie [Schweiz. Arch. Neurol. Psychiat.] 62, 352-371, 
1948. 14 refs. 


The effects of pilocarpine, atropine, adrenaline, and 
ergotamine were investigated by serial recordings of 
pulse, blood pressure, and the subjective and objective 
course in 6 narcoleptics. The most significant findings 
were as follows. Ergotamine, an orthosympathetic 
paralysant, produced sleep in 5 cases and somnolence in 
1; in 4 cases in which it was estimated before and after 
administration of ergotamine the blood calcium level was 
definitely lowered during sleep. Atropine, a parasympa- 
thetic depressant which paradoxically has a stimulating 
effect both when given in small doses and when a large 
dose is first given, at the outset in 4 patients produced 
sleep and a fall in pulse rate, and these were followed by a 
rise in pulse rate and wakefulness. The administration 
of pilocarpine was followed by sleep or somnolence in 3, 
and by wakefulness in 3 cases. 

While warning against fallacies which may arise from 
so small a number of cases, the author interprets his 
findings as showing that a shift in the orthosympathetic 
balance in the parasympathetic direction produces the 
narcoleptic attack, and concludes that the onset is largely 
identical with that of normal sleep. W. Forster 


2236. Hormone Treatment of the Sexual Offender 
F. L. Gotta and R. S. HopGe. Lancet [Lancet] 1, 
1006-1007, June 11, 1949. 9 refs. 


The Criminal Justice Act, 1948, has emphasized the 
duty of the community to provide treatment for the 
habitual sexual offender. Castration, either voluntary 
or as a court sentence, may not be a satisfactory remedy, 
as there is a considerable body of evidence that the sexual 
urge may persist for years afterwards. It might well be, 
therefore, that a sexual criminal, after castration, would 
continue to be a social nuisance. Stilboestrol will 
eliminate libido, but the effect lasts for only a few weeks 
after the treatment is stopped. The authors’ attention 
was first directed to the possibility of inhibiting libido 
by hormone treatment by a series of cases of acromegaly 
treated at the Burden Institute with very large doses of 
oestrone. In all the male cases treated with oestrone, 
libido had practically vanished after 14 days. A 
maintenance dose was necessary to maintain this state, 
otherwise libido returned within about 14 days. 
Encouraged by these observations, the authors decided 
to offer a course of hormone therapy, to abolish libido 
temporarily, to persons with an uncontrollable sexual 
urge which had led them into conflict with the law. 
They have treated 13 cases successfully. A prompt 
abolition of libido within the first fortnight can be 
effected with injections of oestradiol benzoate 50,000 i.u. 


daily. In many cases it was found that, if oestrone 
50,000 i.u. daily was substituted for the oestradiol 
injections, libido could be abolished within a month. A 
maintenance dose of 20,000 i.u. of oestrone orally is 
sufficient after the first 6 weeks. The treatment should 
be discontinued only when a restoration of libido is 
judged to be safe and desirable. In view of the non- 
mutilating nature of this treatment, and the ease with 
which it can be administered to a consenting patient, the 
authors recommend it in appropriate cases. 
Gilbert Forbes 


2237. Sudden Death in Infancy. (A Preliminary Com- 
munication) 

L. L. R. Wuite. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 41, 866-868, Dec., 1948. 
7 figs., 7 refs. 


The term ‘* sudden death” in infancy may be used 
with varying implications. For the present study the 
criterion adopted was that death occurred unexpectedly, 
an antecedent state of illness being admissible, but only 
when there was no suspicion of impending decease. The 
paper is based on 81 necropsies. Nearly one-third of 
the infants died during the first month of life; 12 died 
from a congenital defect, 30 from infective processes, 16 
from mechanical suffocation, and 23 from aspiration of 
regurgitated food. In 30 of the cases studied death 
occurred while the infant was in bed with one or more 
occupants. At necropsy only 9 of these infants pre- 
sented signs of asphyxiation which could have been 
ascribed to overlying; the remainder showed another 
adequate cause of death. Of the 81 babies investigated, 
only 16 appeared to have suffered mechanical asphyxia- 
tion, excluding choking. Twenty-three infants were 
considered to have died from asphyxia due to aspiration 
of regurgitated food. In 10 of these cases there was an 
underlying lesion which might be calculated to produce 
vomiting. It has been maintained that aspiration of 
vomit is almost limited to artificially fed babies in whom 
swallowed air causes gross gastric over-distension. 
The author does not confirm this. He emphasizes the 
need for a histological examination in sudden unexplained 
deaths in infancy. In these cases tissues may appear 
normal to the naked eye and yet a well-marked lesion 
may be discovered microscopically. Gilbert Forbes 


2238. Simulated Amnesia for Identity Treated by Elec- 
trically Induced Epilepsy 

R. E. Hempuitt and J. R. Stuart. British Medical 
Journal (Brit. med. J.] 1, 938-940, May 28, 1949. 2 refs. 


2239. Simulated Homicide. Report of a Case of Obstruc- 
tive Laryngeal Papilloma in a Child 

J. W. SPELMAN. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 565-569, June, 1949. 3 figs., 
5 refs. 
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Radiology 


2240. The Treatment of Radiation Sickness with Adrenal 
Cortical Hormone (Desoxycorticosterone Acetate) 

F. ELLINGER, B. Roswit, and S. M. GLASSER. American 
Journal of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.] 61, 387-396, March, 1949. 5 refs. 


The authors analyse the response of 50 patients suffer- 
ing from radiation sickness to desoxycorticosterone 
acetate (DOCA). This clinical investigation was based 
on the assumption that irradiation of animal tissues 
liberates some toxic histamine-like substance. One of 
the authors has previously adduced evidence from animal 
experiments that DOCA protects the liver against the 
fatty changes induced by irradiation, and also reduces 
the lethal effect of irradiation on mice. The authors 
claim that the present investigation corroborates his 
findings. 

Symptoms of radiation sickness are classified in five 
groups: (1) general; (2) gastro-intestinal; (3) haemato- 
logical; (4) cardiovascular; (5) psychic. This report 
deals with the effects of DOCA on groups (1) and (2) 
only—mainly on nausea and vomiting. Five mg. in 
peanut oil was injected intramuscularly every 8 hours until 
relief of symptoms (but for not more than 5 days). All 
of the patients in this series suffered from nausea and/or 
vomiting, as well as other symptoms, after irradiation 
therapy for a variety of benign and malignant lesions. 
Only 3 patients failed to respond in any way to DOCA 
and two of these had advanced brain tumours. ‘“* Of 
the remaining 47 cases, 37 were completely relieved of 
the most distressing symptoms, nausea and/or vomiting ”’ 
and 19 became symptom-free. Of 27 cases in which the 
liver was included in the irradiated area, 23 patients were 
relieved of nausea and/or vomiting. 

[In the individual case records ‘* body section irradi- 
ated ” (that is, thorax, abdomen, neck, groin) is cited but 
no details are shown of actual field sizes and volumes 
irradiated. Details of dosage are not given but “ the 
correlation of daily and total cumulative dose with onset, 
frequency and severity of symptoms will be presented at 
a later date with a larger series of cases ”’.] 

E. C. Easson 


2241. Aberrant Tissue Developments in Rats Exposed to 
Beta Rays. The Late Effects of P** Beta Rays 
P. S. HENSHAW, R. S. SNIDER, and E. F. Ritey. Radio- 


~~ [Radiology] 52, 401-415, March, 1949. 11 figs., 
refs. 


An interesting series of terminal effects is described in 
Tats subjected to 8 radiation from a P** source embodied 
in a novel type of applicator. Amorphous red phos- 
phorus was mixed with equal parts of a phenolic formalde- 
hyde resin, melted, and cast into sheets 0-5 cm. thick. 
Plaques of suitable size were cut and activated in a chain- 
reacting pile until rich in P?*. For single massive doses, 


boxes lined with these plaques were used, while a tunnel, 
embodying a moving belt conveyor, lined with plaques 
emitting 8 rays, was constructed to enable repeated daily 
doses to be given. The speed of the conveyor was 
adjustable to compensate for radioactive decay of the 
tunnel walls. The methods of calibration and dose 
calculation are given in detail. Single doses ranged from 
1,500 to 10,000 rep. (roentgen equivalent physical). 
Repeated doses varied from 0-5 to 625 rep. per day. 
Two types of control were used: general, receiving no 
special treatment, and specific; the latter were subjected 
to the same treatment as test animals without the 
irradiation. 

Single massive doses produced, as a rule, exudation 
from the eyes, skin erythema, wet desquamation, loss 
of hair, and multiple ulcers. Survivors had various 
defects including scarring, telangiectasis, opacity of the 
eyes, and destruction of the external ears. In 10 to 12 
months after exposure neoplasms of practically every 
known type appeared. The highest tumour incidence 
was noted in the 4,000 to 6,000 rep. group. Doses 
higher than this seemed to cause fewer and smaller 
tumours, a finding which the authors propose to investi- 
gate further. Repeated daily doses had similar effects, 
50 rep. per day being the optimum for tumour formation. 

The neoplasms, described in detail with excellent 
photomicrographs, were of diverse forms, originating 
from epithelial and connective-tissue cells. They showed 
a high degree of differentiation, growths of widely 
different structure often being found side by side in the 
same area of the body. In addition to malignant changes, © 
other abnormalities appeared such as extra claws, soft- 
tissue extensions, and chitinous projections from the 
feet and nose. It was observed that in a large number 
of female control animals subcutaneous tumours 
developed while the latter were rare in control males. 
The incidence of such tumours in males was greatly 
increased by § radiation but not significantly so in 
treated females. It is suggested that the mammary 
function is involved in this phenomenon. 

The authors conclude that f radiation can alter the 
destined growth pattern of cells and make them enter 
upon new lines of development. T. E. Graham 


RADIOTHERAPY 


2242. Hodgkin’s Disease. A Histopathological and 
Clinical Classification with Radiotherapeutic Response 
P. F. SAHYOUN and S. J. E1sENBERG. American Journal 
of Roentgenology and Radium Therapy (Amer. J. Roent- 
genol.] 61, 369-379, March, 1949. 3 figs., 27 refs. 


Cases of Hodgkin’s disease are divided into three 
groups according to the histological picture presented 
and these are correlated, in a series of 24 cases, with life 
expectancy when radiotherapy is used. Previously 
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published classifications are reviewed and the differing 
criteria for the separation into histological groupings are 
noted. It is not claimed by the authors that new types 
have been recognized but they suggest that their simple 
classification does provide a guide to prognosis. 

Type 1 is compactly cellular, shows little pleomorphism 
and minimal fibrosis, and is associated with a life expec- 
tancy of from 48 to 160 months. Type 2 is the typical 
Hodgkin’s granuloma with well marked pleomorphism 
and a tendency to fibrosis and necrosis; life expectancy 
is stated to be from 20 to 60 months. Type 3 is loosely 
cellular with more primitive cells and abundant mitotic 
figures, and with marked vascularity and possibly inva- 
sion of the capsule, blood vessels, and lymphatics. It is 
the more rapidly progressing disease and the life 
expectancy is given as 12 to 20 months. 

Clinical reports of the 24 cases are presented and, 
although the authors recognize that the numbers are 
insufficient for the drawing of final conclusions, they 
believe that the histological grading described has 
considerable prognostic significance. G. Boden 


2243. Roentgentherapy of Benign Giant-cell Tumor of 
Bone 

F. BuscHKE and S. T. CAntrit. Cancer [Cancer] 2, 
293-315, March, 1949. 60 figs., 22 refs. 


Although x-ray therapy of benign giant-cell tumour 
of bone is to-day an accepted procedure, there are still 
controversial diagnostic and therapeutic questions with 
a direct bearing on the selection of the best treatment in 
individual cases. The main problems are the certainty 
with which differentiation from malignant bone lesions 
is possible, the optimal radiation technique, and the risk 
of later development of a malignant tumour. 

In about one out of 3 cases referred to the authors the 
diagnosis later proved to be incorrect. The most 
important single radiological feature is the location of 
the tumour in the single bone, such as the anterior 
portion of the mandible or an epiphysis of a long bone. 
Diagnosis is more difficult with peripheral and cortical 
types and with those predominantly osteolytic. Osteo- 
genic sarcoma, solitary myeloma and enchondroma, and 
osteitis fibrosa cystica present difficulties, but histological 
examination will readily yield the diagnosis. The 
radiation response in osteitis fibrosa cystica may be 
indistinguishable from that observed in the treatment of 
true benign giant-cell tumour. 

Biopsy examination is imperative’ because the con- 
sequences of failing to recognize a malignant bone 
tumour are grave. Study of punch biopsies and frozen 
sections is inadequate, especially in recurrent lesions which 
histologically mimic malignant tumours. Such an 
examination, if carefully carried out, causes no serious 
complication, and biopsy examination may be omitted 
only when clinical and radiological findings are sufficiently 
characteristic, or surgical exploration would jeopardize 
the optimal functional result. Characteristic features 
are uniformity of spindle cells, normal mitoses, and 
uniformly distributed giant cells. Response to irradia- 
tion is of no value as a therapeutic test because many 
months elapse before bone regeneration is obvious, and 


the same results may be obtained with other bone 
lesions. Diagnosis must be based on the location of a 
tumour in a typical site with characteristic radiological 
and histological findings. 

In treatment by x rays various techniques have been 
used, each with excellent results. (1) Small doses may 
be given at intervals of 4 to 6 weeks, with a total dose 
varying between 2,000 and 6,000 r in 1 year. The 
tumours apparently do not become resistant to later 
irradiation. (2) With single-course treatment an attempt 
is made to administer in 4 to 8 weeks a dose which will 
accomplish permanent “ sterilization’? without inter- 
ference with bone reconstruction. The dose required 
is smaller than that for most carcinomata. Results 
have been obtained with doses as low as 1,000 r in 1 week, 
but these low doses may not consistently yield permanent 
results. Baclesse advises 4,000 r in 6 weeks. In the 
cases recorded doses of 6,000 to 7,000 r were given in 
4 to 6 weeks. The dose has now been established at 
4,000 r in 4 to 6 weeks. 

Before clinical improvement and recalcification there 
may occur, 4 to 8 weeks following irradiation, a tempor- 
ary progressing osteolysis with aggravation of clinical 
symptoms. Not all giant-cell tumours show this 
reaction, and the technique used influences its intensity. 
Such a response can also occur before bone recalcifica- 


- tion during treatment of metastatic osteolytic foci, and 


the biological characteristics of the tumour may play an 
important part. Bone reconstruction usually begins 
between the second and third months, but it may be 
delayed considerably longer. Very rarely x-ray therapy 
may fail, but in such cases the diagnostic details should 
be re-examined. Still more rarely recurrence may 
occur without reason in an adequately treated region. 
Surgery is indicated in all instances where adequate 
removal is possible without causing mutilation or func- 
tional impairment, but in all circumstances curettage is 
inferior to x-ray therapy. I. G. Williams 


2244. Symposium on Small Field X-ray Therapy for 
Deep-seated Tumours, with Special Reference to Rotation 
Techniques 

P. R. Steep, A. D. O’Connor, L. F. LAMERTON, J. G. 
WINTERNITZ, W. V. MAYNEORD, and D. W. SMITHERS. 
British Journal of Radiology (Brit. J. Radiol.) 22, 185-209, 
April, 1949. 51 figs., bibliography. 


This symposium is related to previous publications 
from the Royal Cancer Hospital on the problems of 
beam direction and dose estimation in small-field deep 
x-ray therapy. Principles of beam direction and 
rotational therapy are discussed, and a method -of 
** discontinuous rotation ” is developed in detail. 

In a note on geometrical principles, Mayneord points 
out that if the points of entry and of emergence of the 
central ray are marked on the patient, the beam may by 
the use of a caliper be uniquely defined with respect to the 
patient; if, however, the exit point is not accessible it is 
necessary to mark two extra skin points. The “* rod and 


ring device ” consists of two rods hinging on a ring fixed. 


around the aperture of the tube. If the centre of the 


applicator is placed on the point of entry and the two rods 
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(in practice, flexible steel wires) are adjusted to touch the 
two other skin points, the arrangement is defined and 
reproducible. After this general discussion the author 
deals exclusively with the case in which it is desired to 
direct the beam to a point vertically below a skin mark. 
When the depth of the point to which it is desired to 
direct the beam is known, and the angle of the beam to 
the vertical has been chosen, it is possible to calculate 
the horizontal distance along the skin from the original 
skin mark to the point of entry. Then it is only necessary 
to mark these two points, and the rod and ring device can 
be simplified to the “axial beam director’’ described 
below. When the intersection of two such fields, sym- 
metrically disposed, is considered [and the isodose curves 
are assumed to be perfectly continuous lines, an assump- 
tion which appears to underlie much of the following 
discussion] it can be shown that the local maximum 
occurs where the two sets of curves touch with a common 
tangent. In order to obtain the maximum at a given 
point it is necessary to direct the beam considerably 
deeper. When the size of the field to cover the tumour 
has been chosen, and the two entry points have been 
placed close but not so as to make the fields overlap on 
the skin, the angle of the beam to the vertical is adjusted 
till the point of maximum dose occurs at the desired 
place. 

A simple appliance, an axial beam director, is described 
by Winternitz for the practical realization in treatment of 
the requirements described above. The x-ray applicator 
is set at the specified angle and a pin, which marks the 
vertical axis through the tumour, is held vertically at the 
pre-calculated radius from the centre of the applicator 
end. The pin is of the correct length to bring its lower 
end level with the same centre. 

References are made by Smithers and Steed to rotation 
techniques described over a period of years. Rotation 
therapy appears suitable for irradiation of a spherical 
volume (bronchial tumours). But when, as with the 
oesophagus, a cylindrical volume must be treated without 
irradiating the whole thorax, the authors prefer long strip 
fields concentrated anteriorly and posteriorly near the 
midline. A comparison is made between the isodose 
curves obtained by rotation and by eight small fields 
(“discontinuous rotation’’), both at 400 kV and at 
2 MeV. 

The axial beam director described above has been 
used mainly in cases of bronchial carcinoma, and Winter- 
nitz and Smithers describe the technique in detail. 
Sixteen fields, eight anterior and eight posterior, are 
arranged evenly in a circle about a vertical axis which 
passes through the tumour. The fields of each cluster 
are directed at a point on the axis lying beyond the 
tumour centre. This arrangement is preferred to rota- 
tion therapy because the distribution of energy absorbed 
is almost as good without the mechanical complications 
of the latter. 

The importance, in working with small-field beam- 
directed irradiation, of full examination to determine the 
exact size and position of the tumour is emphasized. A 
radiographic method is described in detail for finding 
points on the skin which are vertically over the tumour 
with the patient in position for treatment; with these as 


“axis points’ radial marks are made on the skin to 
indicate the point of entry of each field. The variable 
factors are size and angle of the fields, their distance from 
the axis point, the depth of the tumour, and the total 
distance between the two clusters. Tables have been 
drawn up for a wide variety of cases, and a few typical 
ones are given. The position of the patient during 
treatment is maintained by a padded rest, and tilt of the 
trunk is measured by a bridge on which is mounted: a 
protractor. The authors treat each field on alternate 
days for 5 weeks and claim that, with a 400 kV plant, 
tumour doses of 5,000 toe 6,000 r can be given to tumours 
of 7 to 8 cm. diameter, situated 8 to 10 cm. deep, without 
causing more than a mild erythema. [The colour plate 
of skin reaction shows considerably more reaction than 
this would suggest.] 

Lamerton and Steed state that there is an appreciable 
difference between the isodose curves of a single field 
when the beam is normal and when it is inclined at an 
angle to the surface of a phantom; they made direct 
measurements in water in the latter case. The single 
isodose curves for the various arrangements used in 
practice were combined in the usual way. 

O’Connor discusses radiographic checks of accuracy of 
application of fields. In the method described, just as 
the entering x-ray beams form a simple pattern on the 
skin, so too do the emerging beams on the opposite 
surface. By means of a film placed under the patient 
this pattern as obtained in practice can be recorded and 
compared with the theoretical pattern. Small variations, 
representing about 5 mm. error at the tumour, were 
frequent but not significant. 

Smithers notes briefly the results of a clinical trial of the 
x-ray technique described on a group of cases of carci- 
noma of the bronchus. Between January, 1944, and 
June, 1947, 121 cases of carcinoma of the bronchus 
received radical treatment by the method described. 
Of this series 41% survived for one year, 14% for 2 years, 
and one patient was well after 44 years. These figures 
are given merely to indicate that the method has been 
well tested. M. C. Tod 


2245. Treatment of Interstitial (Plasma-cell) Pneumonia 
with Low Doses of X Rays. (Die Behandlung der 
interstitiellen (plasmazellularen) Pneumonie mit niedrig 
dosierten R6ntgenstrahlen) 

H. Ferzer. Strahlentherapie [Strahlentherapie| 78, 
35-54, 1948. 19 figs., 46 refs. 


In infants with interstitial pneumonia, the predominant 
clinical finding is dyspnoea, cyanosis appearing later. 
The erythrocyte sedimentation rate and white cell count 
are not raised. A radiograph reveals hilar shadowing 
and emphysema in early stages, with later spreading of 
the shadows to the periphery of the lung. The upper 
lobes are most commonly affected. Spontaneous 


pneumothorax or mediastinal emphysema may compli- 
cate the disease. 
Interstitial pneumonia is resistant to sulphonamide 
treatment and was previously treated with oxygen and 
diathermy. The author has treated 30 cases by radio- 
therapy. Usually one to three sessions are sufficient 
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(4 mA, 180 kV peak, 0-3 mm. Cu filter, 80 cm. skin-focus 
distance, 10 r per session; radiation time 2 minutes, the 
liver and spleen being shielded). White cell counts were 
made on alternate days and irradiation was stopped if the 
count fell below 7,000, and not started again until the 
count reached 8,000 perc.mm. The respiration rate was 
a good guide to progress. The results obtained by other 
workers in x-ray treatment of pneumonia are discussed 
and the author emphasizes the relation of good results to 
early treatment. Three of the 30 patients died. Severe 
cases with mediastinal emphysema (formerly a fatal 
complication) recovered. In severe cases, the duration 
of illness was reduced from 5 to 8 weeks to 2 to 3 weeks; 
mild and moderately severe cases were likewise cured in a 
shorter period. Illustrative cases from each group are 
described in detail. W. J. Czyzewski 


2246. Irradiation Treatment of Tumours of the Larynx 
and Pharynx. (Die Strahlenbehandlung der Larynx- und 
Pharynxtumoren) 

A. ZUPPINGER. Strahlentherapie [Strahlentherapie| 78, 
481-500, 1949. 8 figs., bibliography. 
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2247. Unresolved Pneumonia. An Exclusion Diagnosis 
C. L. HINKEL. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 61, 335-340, 
March, 1949. 4 figs., 15 refs. 


The author suggests that in cases of pneumonia the 
patients should be watched until all pulmonary shadows 
*have disappeared or have proved to be due to fibrosis. 
It is his considered opinion that true unresolved pneu- 
monia is rare, while bronchiectasis, atelectasis, and 
intrabronchial diseases are more common. Unresolved 
pneumonic exudate is situated in the alveoli and inter- 
Stitial tissues and may ultimately fibrose. The author 
deprecates the indiscriminate use of the term “* unresolved 
pneumonia ’”’. This diagnosis should be made only after 
other positive diagnoses have been eliminated by means 
of bronchoscopy or bronchography. A _ methodical 
course of procedure for the exclusion of the various 
alternative diagnoses is suggested. A. Orley 


2248. The Differential Diagnosis of X-ray Ring Shadows 
in the Lungs of Children. (Differentialdiagnose der 
Ringschattenbildung in der kindlichen Lunge) 

M. DrescuHers. Archiv fiir Kinderheilkunde [Arch. 
Kinderheilk.] 136, 204-215, 1949. 7 figs., 23 refs. 


The author discusses the differential diagnosis of 
radiologicai ring shadows in the lung fields of children. 
They may indicate: (1) extrapulmonary cavities; either 
congenital tracheo-bronchial cysts, mediastinal em- 
physema, or encysted spontaneous pneumothorax due to 
alveolar rupture (in pertussis, influenza, or broncho- 
pneumonia); (2) intrapulmonary cavity formation— 
tuberculous cavity, lung abscess, emphysematous bullae, 
bronchiectasis, congenital lung cysts, echinococcus cysts, 
or “ post-pneumonic pneumatocele’’. [The author 
changes the usual nomenclature by calling a cavity 


remaining after absorption or expectoration of a 
pneumonic infiltration a pneumatocele, whereas in the 
Anglo-American literature pneumatocele”’ usually 
means either a large emphysematous bulla or a large 
pulmonary air cyst. There is no proof that a transient 
thin-walled cavity indicates the aftermath of an absorbed 
pneumonic infiltration.] 

The author enlarges on Sturm’s concept of temporary 
bullous emphysema secondary to “ atelectatic pneu- 
monia ”’, typical examples being the transient infiltrate of 
Loéffler and the early tuberculous infiltration. Sturm 
interprets the change of atelectatic pneumonia to bullous 
emphysema as a diphasic nervous reaction, a primary 
active alveolar contraction being followed by a paretic, 
or even active, dilatation of the alveolar walls. The 
nerve impulse which produces the first phase, ‘* contrac- 
tion-atelectasis *’, often simultaneously causes capillary 
hyperaemia and exudation, “ atelectatic pneumonia”, 
According to Sturm the early cavitation in tuberculosis 
and in Lé6ffler’s infiltration is preceded by a paretic 
emphysema bullosum, ** pre-cavernous emphysema ”’. 

The author reports 3 cases of non-tuberculous cavita- 
tion in children, 2 diagnosed as post-pneumonic 
resorption pneumatoceles and one as a lung cyst. [The 
diagnostic interpretation of the cases, though well 
documented by radiographs, is open to discussion.] 

E. G. W. Hoffstaedt 


2249. On the Scientific Evaluation of Diagnostic Pro- 
cedures 

L. H. GARLAND. Radiology [Radiology] 52, 309-328, 
March, 1949. 3 figs., 11 refs. 


The author believes that a certain degree of error in the 
interpretation of radiographs is practically unavoidable. 
The degree of error or variation is significant, but com- 
pares favourably with that inherent in other clinical 
methcds and diagnostic aids. It is useful to understand 
the reasons bekind these variations, so that they may be 
reduced to a minimum. The results reported indicate 
that among the important reasons for failing to observe 
a positive radiographic finding are the size, location, and 
density of the lesion together with the “* attitude ”’ of the 
observer to the task. A viewing technique which permits 
the radiologist to scan again each radiograph with 
possibly positive findings may significantly reduce the 
percentage of error. 

For mass-survey work it would appear imperative to 
select the panel of readers with great care, to submit them 
to valid tests, and whenever practicable to utilize dual 
reading. Much work is needed on methods of describing 
lesions and on rational evaluation of existing classifica- 
tions. A. Orley 


2250. Vertebral Angiography 

O. SuGar, L. B. HOLDEN, and C. B. PowELL. American 
Journal of Roentgenology and Radium Therapy {Amer. J. 
Roentgenol.) 61, 166-182, Feb., 1949. 7 figs., 29 refs. 


The authors have demonstrated that percutaneous 
angiography of the vertebral artery may be carried out 
with comparative ease and with no apparent ill effects. 
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The anatomy of the vertebral artery is discussed and the 
authors’ technique of locating the artery in the vertebral 
foramen of the 5th cervical vertebra is described in detail. 
The normal vertebral angiograph shows the main vessel 


as it enters the base of the skull, the posterior inferior 


cerebellar, the superior cerebellar, the basilar, and the 
posterior cerebral arteries and some of their smaller 
branches. There may be retrograde filling of the opposite 
vertebral artery or of the carotid branches in the anterior 
part of the skull. 

Of the 20 cases in which vertebral angiography has 
been performed by the authors, good visualization of 
the vessels was obtained in all but 2 of the early cases. 
In the 5 cases which are described and illustrated angio- 
graphy revealed an aneurysm of the basilar artery (in 
2 cases), a carotid—cavernous fistula, a thalamic secondary 
carcinoma, and arteriosclerosis of the vessels of the 
posterior fossa. 

The incidence and diagnosis of basilar aneurysms are 
discussed and the literature is reviewed. A. M. Rackow 


2251. The Angiocardiographic Measurement of the Nor- 
mal Great Vessels 

C. T. Dotter and I. STEINBERG. Radiology [Radiology] 
52, 353-358, March, 1949. 5 figs., 9 refs. 


Conventional x-ray measurement of the great vessels 
is indirect, often inaccurate, and not well standardized. 
Angiocardiographic measurement of the great vessels is 
simple, accurate, and capable of standardization. 
Methods for measurement of the aorta and pulmonary 
artery are described in detail. The aorta was measured 
in 100 cases and the calibre of the ascending aortic arch 
was shown to increase gradually with age; it averaged 
28:6 mm. and ranged from 16 mm. to an upper limit of 
38 mm. The size of the pulmonary artery was simply 
and satisfactorily assessed by measurement of the right 
pulmonary artery in the frontal projection; this diameter 
averaged 23-4 mm., with a range of from 17 to 30 mm. 

A. Orley 


2252. The Diagnosis of Chronic Subdural Haematoma 
in Children and Adolescents 

J. W. D. Butt. British Journal of Radiology (Brit. J. 
Radiol.] 22, 68-80, Feb., 1949. 22 figs., 4 refs. 


Although, in the adult, angiography is the only definite 
method by which a diagnosis of subdural haematoma 
can be made, in young subjects a diagnosis may often 
be reached without the use of contrast media. The 
author has collected 15 cases in patients between the 
ages of 12 and 20; in 13 of these the diagnosis was 
confirmed. In only one case was a fracture demonstrated. 
The cases fall into three groups: (1) with negative 
findings in the straight film, but a characteristic pneumo- 
graphic picture; (2) with pathognomonic changes in 
the straight film (the largest group); (3) with calcifica- 
tion in the haematoma and hemiatrophy of the skull. A 
table gives the main features of the cases cited. 

Davidoff and Dyke described forward bulging of the 
middle fossa on the affected side, elevation of the lesser 
wing of the sphenoid on that side, bulging out of the 
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greater wing of sphenoid, atrophy of the superior and 
lateral wall of the superior orbital fissure, hypertrophy 
of the frontal and ethmoidal sinuses on the affected side, 
and thickening of the skull, but the present author has 
been able to confirm only the first three of these signs. 
He describes the radiographic technique by which the 
best view can be obtained, stressing the importance of 
the frontal and basal projections. He points out that 
the appearances are those that would be expected in the 
skull of a growing child. The time taken for these signs 
to arise is discussed. Schuller claims they may appear 
6 weeks after injury. The author stresses that by the 
recognition of these cases radiologically a serious flap- 
turning operation may be avoided and the surgeon be 
enabled to deal with the collection of fluid through a 
burr-hole. Three cases in group 3 are described fully. 
[This is an important contribution and should interest 
physicians and surgeons as well as radiologists. ] 
M. H. Jupe 


2253. Primary Hemangioma of the Skull: A Rare 
Cranial Tumor. Review of the Literature and Report of 
a Case, with Special Reference to the Roentgenographic 
Appearances 

B. D. Wyke. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.) 61, 302-316, 
March, 1949. 9 figs., bibliography. 


This paper discusses the incidence and pathology of 
haemangioma of bone with special reference to 
haemangioma of the skull. Primary haemangioma of 
the skull is most frequent in the fourth decade, and is 
three times more common in women than in men. The 
parietal bones are the most frequently involved, the 
frontal bones coming next in order of frequency. The 
typical radiographic findings are described and illustrated, 
and the differential diagnosis and treatment are discussed. 

A. Orley 


2254. Sesamoid Bones of the Hands and Feet 

C. A. Husay. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.) 61, 493-505, 
April, 1949. 14 figs., 27 refs. 


This paper contains a historical, embryological, and 
anatomical survey of the sesamoid bones of the hands 
and feet. These structures begin to ossify 2 years later 


_in boys than in girls, but their incidence is about equal in 


both sexes. Partition of the sesamoids is then discussed, 
and mention is made of their formation through fusion of 
multiple centres of ossification. A case of congenital 
absence of the tibial sesamoid is reported. The differen- 
tial diagnosis between fracture and partition of sesamoids 
is discussed. A. Orley 


2255. Oral Hepatography. Preliminary Report of an 
Experimental Study. [In English] 

O. OLsson and B. EKMAN. Acta Radiologica [Acta 
radiol., Stockh.] 31, 33-36, 1949. 2 figs., 6 refs. 


In this short report the use is described of a bromine- 
containing unsaturated fatty acid for the radiographic 
demonstration of the liver. The authors mention that 
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other substances have previously been tried and dis- 
carded, particularly thorotrast and triiodostearate. The 
physiological principle of the present method is that fats, 
after being absorbed by the intestine, are, at least tem- 
porarily, stored in the liver. Experiment showed that 
bromine was the most suitable halogen, as it seemed to be 
most easily absorbed. Brominated emulsified oleum 
sesami in doses of 1 to 4 ml. was administered to rats 
orally by means of a tube. After 24 hours radiography 
revealed a rich accumulation of the contrast substance 
in the liver, and this remained for 2 to 12 hours, after 
which the substance quickly dispersed. This was fol- 
lowed by a concentration of the contrast medium in the 
perinephric fat, the retroperitoneal fat, and the fat depots 
of the shoulder and pelvis; a slight density was also 
noted in the spleen. 

From their findings the authors conclude that by the 
application of this physiological principle (1) experi- 
mental hepatography can be carried out; (2) contrast 
radiography of the fat depots is possible; (3) the stages 
of fat metabolism and the digestion of fat can be studied 
radiologically. J. W. D. Bull 


2256. A Roentgen Finding of Unusual Interest in Perfora- 
tion of the Colon 

C. Gorrtuies, H. S. SHARLIN, and W. Peck. Radiology 
[Radiology] 52, 359-362, March, 1949. 2 figs. 


Two cases of perforation of the colon are described. 
The characteristic finding was the presence of free faecal 
matter in the peritoneal cavity. The value of this sign 
in the diagnosis of intestinal perforation, even when free 
air is not demonstrable, is discussed. A. Orley 


2257. The Linear Atelectatic Sign in Intra-abdominal 
Lesions 

J. L. Marks and A. NATHAN. Radiology [Radiology] 
52, 363-366, March, 1949. 2 figs., 11 refs. 


The authors present a series of 26 cases of linear ate- 
lectasis; in 80% of these cases the condition was associ- 
ated with intra-abdominal disease. The authors believe 
that the presence of a linear zone of atelectasis, with or 
without elevation of the diaphragm, affords presumptive 
evidence of disease within the abdomen. A. Orley 


2258. Cholecystography and the Surgical Findings. [In 
English] 

O. Moraes and J. SwepBerG. Acta Radiologica [Acta 
radiol., Stockh.] 31, 44-50, 1949. 1 fig., 20 refs. 


The authors review 546 cases operated on between 
1934 and 1947, and compare the findings at chole- 
cystectomy with the appearances seen on cholecysto- 
graphy. They point out that the radiological technique 
was little changed over the whole period. Stress is !aid 
on the importance of a second cholecystographic 
examination when contrast filling of the gall-bladder is 
not seen the first time. Radiologically the cases were 
divided into those which showed (1) normal contrast 
filling, (2) poor density of contrast, and (3) no contrast 
in the gall-bladder. In the first group were 77 cases, 


in 62 of which examination suggested the presence of 
calculi. This diagnosis was confirmed at operation in 
all these cases. Of the remaining 15 patients, in 3 the 
gall-bladder contained gravel, 6 had cholecystitis without 
stones, and 2 cholesterosis without stones; the gall- 
bladders of 4 were surgically normal. There were 100 
cases in group 2, in 62 of which stones appeared to be 
present on radiological examination. This was con- 
firmed at operation in 55 of these, but in the remaining 7 
no stones were found. Of the 38 other cases in which 
no stones were seen radiologically, in 29 calculi were 
actually found at operation. Of the remaining 9 
patients, 2 had acute cholecystitis, 2 chronic chole- 
cystitis, 2 cholesterosis, 1 lymphadenitis situated at the 
cystic duct, and 2 were normal. Among the 369 cases 
in which the dye did not appear in the gall-bladder, 
stones were detected radiologically in 66, their presence 
being confirmed surgically in 65 of them. Of the 
remaining 303, stones were found at operation in 254. 
This left 49 cases, in 37 of which the gall-bladder was 
diseased and in 12 normal. J. W. D. Bull 


2259. The Radiological Picture in Non-specific Pyelitis, 
(L’immagine radiologica delle pieliti aspecifiche) 

P. Bronpetti. Radiologia Medica [Radiolog. med. 
Torino] 35, 191-230, March, 1949. 19 figs., bibliography. 


Intravenous pyelography in 138 cases of pyelitis 
revealed a normal renal pelvis in 14%, hypotonic pelvis in 
40%, and hypertonic pelvis in 45% of the cases. These 
variations are of functional rather than anatomical origin. 
They depend more on the severity than the phase of the 
pyelitis, the hypertonic pelvis being predominant in mild 
cases and the hypotonic pelvis in severe cases. Apart 
from hypertonus of the renal pelvis due to pyelitis, there 
are also cases of reflex hypertonus, as for example in the 
contralateral pelvis in cases of unilateral pyelitis or in 
simple cystitis, as well as cases of hypertonus without 
any obvious cause. A. Orley 


2260. The Clinical and Roentgen Manifestations of 
Erythroblastosis Fetalis 

M. Ritvo, I. A. SHAUFFER, and G. KROSNICK. Ameri- 
can Journal of Roentgenology and Radium Therapy {Amer. 
J. Roentgenol.) 61, 291-301, March, 1949. 4 figs., 
29 refs. 


The typical radiographic findings in erythroblastosis 
foetalis are soft-tissue oedema and enlargement of the 
spleen and liver, abnormalities of the skeleton with 
increased density of the bones, and evidence of foetal 
death. These changes are most pronounced in the last 
weeks of the pregnancy. The condition is usually seen 
in children born of mothers who are Rh-negative and 
fathers who are Rh-positive. Titre estimations in the 
maternal blood indicate the impending development of 
haemolytic disease in the infant and may serve as an 
index of the severity of the condition. A. Orley 


See also Section Cardiovascular Disorders, Abstracts 


2383 and 24C0; and Abstracts of World Surgery 1949, 


6, 283 and 285. 
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2261. Fibrinolysin and the Fluidity of the Blood Post 
Mortem 

R. H. More. Journal of Pathology and Bacteriology [J. 
Path. Bact.] 60, 413-427, July, 1948. 1 fig., 27 refs. 


Cadaver blood from routine necropsies, especially in 
cases of sudden death, was obtained and centrifuged, 
the supernatant “‘ serum ”’ being used for investigation. 
Fibrinolysin was detected by taking 0-5 ml. of “* blood- 
bank ”’ plasma, diluting with saline, borate, or phosphate 
buffer (pH 7-6 and 7-4 respectively), adding 0-25 ml. 
of the “‘ serum ”’ under test followed by 0-5 ml. of 0-1 M 
calcium chloride or thrombin solution, adjusting the 
final volume to 10 ml., mixing, and incubating at 37° C. 
The activity of the fibrinolysin was measured by the 
interval between mixing and the disappearance of the clot, 
care being taken to avoid mechanical disturbance of the 
clot. 

In a series of 61 necropsies it was found that, whereas 
in death from infection and cachexia the blood was 
clotted, in sudden death it was fluid. Furthermore, all 
attempts at isolating fibrinogen from fluid cadaver blood 
in these cases failed, but in every such case a lysin was 
detectable by the above method. It was also demon- 
strated, in cases where partial clotting had taken place, 
that lysin activity was greater in fluid vascular biood than 
in fluid heart blood. The fibrinolysin is probably pro- 
duced by the vascular endothelium, and the author 
considers that its appearance is part of the body’s general 
reaction to injury. It is active only when present during 
the process of coagulation; when added to a clot no lysis 
takes place. A high rate of coagulation also militates 
against the effectiveness of the lysin, and on this basis the 
author explains why, in certain cases of sudden death, 
the blood instead of being fluid is in fact coagulated—for 
example, the blood in the peritoneal cavity in traumatic 
tupture of the liver. In other cases an early pneumonia 
may have been the factor preventing lysis, while fat 
embolism also appears to be associated with failure of 
fibrinolysin production. In two cases observed in which 
coagulation had taken place the subjects had been 
drinking heavily just before death, which was due to 
carbon monoxide poisoning and a gunshot wound of the 
head respectively. 

Cadaver fibrinolysin is a globulin with an optimum 
PH on the alkaline side of neutrality; although it lyses 
fibrin it does not appear to affect fibrinogen. It differs 
from plasmin and the pancreatic proteinases, but may 
be related to the skin proteinase of Beloff and Peters 
(J. Physiwt., 1944-45, 103, 461) and to the spontaneously 
active fibrinolysin of Macfarlane (Lancet, 1937, 1, 10). 
The possible physiological and pathological significance 
of fibrinolysin formation is outlined. 

R. B. T. Baldwin 


2262. Effect of Anti-rat-liver Serum on Rats 
H. R. Estes. Archives of Pathology [Arch. Path.) 47, 
399-403, April, 1949. 12 refs. 


EXPERIMENTAL PATHOLOGY 


2263. The Effects of Hepatic and Splenic Extracts from 
Human Lymphomata upon the Lymphatic System of 
Experimental Animals 

J. B. Storer and C. C. LusHpauGH. Cancer Research 
[Cancer Res.] 9, 108-113, Feb., 1949. 6 figs., 23 refs. 


It has been claimed that leukaemia and Hodgkin’s 
disease are a result of stimulated production and matura- 
tion of lymphoid and myeloid cells arising from the 
imbalance of certain normally occurring substances. 
In the present investigation extracts of liver and spleen 
from 11 patients who died of various lymphomata were 
made as directed by Erf, Turner, and Miller (Blood, 1946, 
1, 379) and tested biologically by the method of these 
authors. Similar extracts from a case of erythroblastic 
anaemia and a case of sympathoblastoma were used as 
controls. Since the extracts appeared to be oily, 9 
guinea-pigs were given subcutaneous injections of light 
mineral oil as a further controlling factor. Subcutaneous 
injections of extracts equivalent to 250 g. of whole liver or 
spleen were made into 37 guinea-pigs. After 28 to 32 
days, histological studies of liver, spleen, lymph nodes, 
thymus, lungs, adrenals, kidneys, and bone marrow were 
made. No evidence of definite specific lymphocytic 
stimulation could be found. Extracts were also injected 
into 24 mice of the Ak strain, which are susceptible to 
lymphatic leukaemia. Histological studies revealed the 
absence of lymphocytic reaction. The incidence of 
leukaemia and the time of death from the disease in this . 
strain were also not affected. G. Calcutt 


2264. Further Studies of the Immunological Properties of 
Polysaccharides from Serratia marcescens (Bacillus 
prodigiosus). 1. The Effects of Passive and Active 
Immunization on the Lethal Activity of the Polysaccharides 
H. J. Creecu, R. F. HANKwiItTz, and D. R. A. WHARTON. 
Cancer Research (Cancer Res.| 9, 150-157, March, 1949. 
5 refs. 


Passive immunization with moderate amounts of the 
y-globulin fraction of rabbit antisera toward poly- 
saccharides from either the G.W. strain or the 724 strain 
of Serratia marcescens has been found to afford mice 
bearing sarcoma 37 considerable protection against the 
lethal action of the homologous polysaccharide. There 
has been no definite indication that mice were protected 
against the lethal action of the polysaccharides by the use 
of the y-globulin fraction of rabbit sera obtained either 
3 or 11 days after a single injection of an almost maximum 
sublethal amount of polysaccharide. Protection of mice 
against the lethal action of preparations of polysaccharide 
from either strain has been obtained, however, by passive 
immunization with serum globulin fractions from mice 
which had received either a single injection or multiple 
injections of the polysaccharides. A pronounced toler- 
ance toward the lethal action of the polysaccharides was 
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found to be established within one day, both in normal 
mice and in mice bearing sarcoma 37, by a single 
injection of less than one-tenth the 90% lethal dose of 
any of the polysaccharides from either strain. The 
tolerance developed in mice seems to be a true immuno- 
logical response to the polysaccharide.—[{Authors’ 
summary. ] 


2265. Self-selection of Salt Solutions and Water by 
Normal and Hypertensive Rats 

M. Asrams, A. I. C. DeFriez, D. C. TosTEson, and 
E. M. LAnpis. American Journal of Physiology [|Amer. 
J. Physiol.] 156, 233-247, Feb., 1949. 6 figs., 21 refs. 


Animals suffering from an induced abnormality of 
mineral metabolism select and consume the salts that 
might correct that abnormality rather than other salts 
freely offered at the same time. The authors describe 
an application of this principle of “ self-selection ”’ to 
normal and hypertensive rats. Hypertension was 
induced by enclosing the kidneys in latex rubber cap- 
sules, and the rats were given free access to a variety of 
solutions each containing a 0-17 M concentration of a 
different salt. Hypertensive rats took slightly more 
fluid than normal rats, but only one-half to one-third as 
much sodium chloride and sodium bicarbonate. The 
restriction of salt intake was greater in rats with moderate 
than in those with severe hypertension, but was not 
sufficient to restore the blood pressure to normal. The 
intakes of disodium phosphate, sodium sulphate, 
potassium chloride, calcium chloride, and magnesium 
chloride, and of certain trace elements, did not differ in 
normal and hypertensive rats, nor did the latter show 
any special appetite for salts, such as sodium thio- 
cyanate, which are thought to alleviate hypertension. 

The authors consider that these experiments demon- 
strate a relation between hypertension and sodium 
metabolism. The appetite for sodium might be affected 
in hypertension either directly or through a change in 
excretion rate. Martin Hynes 


2266. The Effect of Normal Saline Solution, Ringer’s 
Lactate Solution, and Distilled Water on the Lungs of 
Dogs and Rabbits 

H. C. Miter, T. R. HAMILTON, G. W. Wise, and H. A. 
WENNER. American Journal of Pathology {Amer. J. 
Path.) 25, 253-264, March, 1949. 8 refs. 


The introduction of sterile distilled water, normal 
saline, and Ringer’s lactate solution into the lungs of 
anaesthetized dogs, by an aseptic technique, resulted in 
the appearance of polymorphonuclear leucocytes in the 
bronchi and alveoli, especially in the lower lobes. There 
was also a variable degree of capillary congestion with 
scattered haemorrhages and some desquamation of 
bronchial epithelium. The changes were minimal in 
animals killed one hour after the introduction of the fluid, 
reached a maximum at about the sixth hour, and persisted 
in varying degree until the third day. Infection played 
no part in the phenomenon and there were no significant 
qualitative or quantitative differences with the three fluids 
employed. The changes were more marked in animals 


that had been deeply anaesthetized, although anaesthesia 
alone produced no polymorphonuclear response. In a 
similar series of experiments with rabbits there was some 
pulmonary congestion but “the polymorphonuclear 
reaction was minimal. 

This paper reports the early stages of a study of the 
effects of amniotic fluid, meconium, and vernix caseosa 
on pulmonary tissue. A further report is to be published 
at a later date. R. C. B. Pugh 


2267. Transplantation of Heterologous Tumors by the 
Intravenous Inoculation of the Chick Embryo 

D. H. Benper, C. E. FrRiepGoop, and H. F. Lee. Cancer 
Research [Cancer Res.|] 9, 61-64, Jan., 1949. 3 figs., 
6 refs. 


Attempts at heterologous transplantation of mam- 
malian tumours into living chick embryos by injection of 
suspensions of tumour cells into the allantoic vein are 
described. Altogether 278 embryos, incubated for 11 
days and injected with 0-05 ml. of suspensions of various 
tumour cells, were used. The average survival rate was 
50% during the 9 days after injection of tumour tissue. 
A C57 strain mouse sarcoma was successfully grown in 
the liver and brain of 18% of the surviving chick embryos, 
while a C3H strain mouse mammary carcinoma had 
failed to grow. Transplantation of human tumours was 
successful in 4 out of 9 cases, but the growth of tumour 
cells, present only in the liver of chick embryos, was 
small and the tumour cells could not be found in any 
other organs. The tumour cells in all cases resembled 
the cells of the primary tumours. L. Dmochowski 


2268. Intratracheal Transplantation with the Brown 
Pearce Carcinoma 

T. T. BRONK and M. AppeEL. Cancer Research [Cancer 
Res.] 9, 228-230, April, 1949. 4 figs., 2 refs. 


2269. The Effects of Casein and Methionine on the 
Retention of Hepatic Riboflavin and on the Development of 
Liver Tumors in Rats Fed Certain Azo Dyes 

A. C. GrirFiIn, C. C. CLAYTON, and C. A. BAUMANN. 
Cancer Research [Cancer Res.| 9, 82-87, Feb., 1949. 
32 refs. 


Young adult rats were separated into groups and fed on 
synthetic diets containing 12%, 24%, or 36% of casein. 
Some groups on the 12% diet also received 3-6 or 7:2 g. 
of pL-methionine per kg. of food. The riboflavin content 
of the diet was kept low so as to enhance carcinogenicity. 
In addition, various groups also received for periods 
of 14 to 20 weeks 0-04% m’-methyl-p-dimethylamino- 
azobenzene or 0-096% o’-methyl-p-dimethylamino- 
azobenzene or 0-06% of dimethylaminoazobenzene. 
Extra protein or methionine improved the physical 
condition of the animals and lessened the severity of the 
cirrhosis which developed. Effects on tumours were 
indefinite. 

In a further series of experiments rats were fed on diets 
containing azo dyes and 12% or 24% of casein per kg., or 
12% casein and 4 g. of methionine per kg. At 3 to 6 
weeks the animals were killed and the livers analysed 
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for riboflavin by a fluorimetric method (Griffin and 
Baumann, Arch. Biochem., 1946, 11, 467). In the presence 
of the azo dyes casein supplements tended to lead to 
increased retention of hepatic riboflavin. Additional 
casein was usually more effective than an amount of 
methionine equivalent to that contained in the casein 
supplement. G. Calcutt 


2270. Induction of Mammary Cancer with Methylchol- 
anthrene. II. Histological Similarity between Carcinogen- 
induced Tumors and Certain Mammary Neoplasms 
Occurring Spontaneously 

A. KIRSCHBAUM. Cancer Research [Cancer Res.] 9, 
93-95, Feb., 1949. 3 figs., 11 refs. 


In an earlier paper (Cancer Res., 1946, 6, 354) the 
author and his co-workers showed that spontaneous 
and induced mammary tumours in mice bearing the milk 
agent are dissimilar in their structure and histogenesis. 
The present article contrasts the histological structure of 
spontaneous mammary tumours with methylchol- 
anthrene-induced mammary tumours. Mice used in the 
experiments were F,, Fs, and back-cross generations 
obtained from NH females and DBA-(212) males. A 
few spontaneous mammary tumours were obtained at 
ages of 22 to 34 months. Histologically they were 
adenocarcinomata, showed a pronounced degree of squa- 
mous metaplasia, and closely resembled the mammary 
tumours induced by methylcholanthrene in various 
strains free from the milk agent. It is suggested that 
this type of tumour is indicative of development inde- 
pendent of the milk agent. G. Calcutt 


2271. Experimental Liposarcoma. Characteristics of 
Growth under Low and under High Caloric Intake 

C. G. Tepescut. Archives of Pathology [Arch. Path.} 47, 
160-174, Feb., 1949. 3 figs., 17 refs. 


Forty-eight mice [strain not stated], 6 to 8 weeks old, 
received injections of 0-3 ml. of a 5% solution of 
1: 2:5 : 6-dibenzanthracene into the subcutaneous fat 
of each of the axillary and inguinal regions and into the 
interscapular fatty tissue. The mice were divided into 
four groups. Mice of the first group, kept on a low- 
calorie diet, and-mice of the second group, maintained 
on a high-calorie diet, received the carcinogen in a corn 
oil solution; of the other two groups, which were fed 
on a standard laboratory diet, one received the carcino- 
gen in pork fat solution, and the other in corn oil solution. 
Time of tumour appearance and tumour incidence were 
similar in the first two groups of mice. In mice main- 
tained on the standard diet, however, tumours were 
commoner when the carcinogen was given in corn oil 
solution than when it was given in pork fat solution. The 
induced tumours consisted of cells resembling the cells 
of a medullary fibrosarcoma, both embryonal and adult 
fat cells, and cells resembling large plasma cells. The 
latter cells were seen especially during the early stages of 
growth of the tumours, which were classified as embryonal 
cell liposarcomata. The great variability of cells is 
regarded as an expression of the multiple developmental 
potentialities of the undifferentiated mesenchymal cells 
of the fat lobule. L. Dmochowski 


2272. Serial Intraocular Transplantation of Frog Carci- 
noma for Fourteen Generations 

H. SCHLUMBERGER and B. LuckEé. Cancer Research 
[Cancer Res.] 9, 52-60, Jan., 1949. 27 figs., 5 refs. 


A report is made on the behaviour of spontaneous 
adenocarcinoma of the kidney of leopard frogs during 
serial transplantations into the anterior chamber of the 
eye of other frogs, recorded. by means of photographs 
taken through the slit-lamp microscope. The tumour 
tissue was successfully propagated for 14 generations. 
The size attained and rate of vascularization of implants 
were similar throughout the study and their rate of 
growth remained unaltered in all serial passages. In- 
vasiveness of the implants increased during the course 
of transplantations, as shown by an increased frequency 
of erosion of the cornea. The general pattern of growth 
and the behaviour of the implants in response to changes 
in temperature remained the same during the whole 
course of transplantations. The repeated transfers of 
tumour tissue increased the number of takes in natural 
hosts but not in alien species. 

Similar observations were carried out on hepatic 
metastases of this tumour. The tumour tissue, trans- 
planted for five generations, showed a pattern of growth 
and invasiveness similar to that of the primary tumour. 

L. Dmochowski 


2273. Intranasal Administration of Mammary Tumour 
Milk Factor 

A. M. BecG. British Journal of Cancer (Brit. J. Cancer] 
3, 88-90, March, 1949. 


2274. The Induction of Tumors with Nitrogen Mustards 
E. BoyLanp and E. S. Horninc. British Journal of 
Cancer [Brit. J. Cancer] 3, 118-123, March, 1949. 
8 figs., 24 refs. 


2275. Carcinogenic Activity of Lipoid Substances 
I. Hiecer. British Journal of Cancer (Brit. J. Cancer] 3, 
123-139, March, 1949. 8 figs., 10 refs. 


2276. The Cultivation of Tumors in the Fertile Egg, with 
Special Reference to Associated Ectodermal Lesions of the 
Chorioallantoic Membrane 

J. G. CAmpBELL. British Journal of Cancer [Brit. J. 
Cancer] 3, 72-88, March, 1949. 18 figs., 24 refs. 


2277 Antireticular Cytotoxic Serum (ACS). I. The 
Effect of ACS on Tumour Growth in Rats 

J. HEIMAN and D. MeIseL. Cancer [Cancer] 2, 329-334, 
March, 1949. 21 refs. 


2278. Antireticular Cytotoxic Serum (ACS). II. The 
Effect of ACS in Mice with Transplanted and Spontaneous 
Mammary Tumors 

J. HEIMAN and D. MEIsEL. Cancer [Cancer] 2, 335-336, 
March, 1949. 1 ref. 


2279. Antireticular Cytotoxic Serum (ACS). III. Re- 
duced Incidence of Spontaneous Mammary Cancer in R3 
Mice Treated with ACS 
J. HEIMAN and D. MetseL. Cancer [Cancer] 2, 337-340, 
March, 1949. 12 refs. 


550 PATHOLOGY 


2280. Improvements on the Artificial Kidney: An 
Experimental Study of its Application to Dogs Bilater- 
ally Nephrectomized or Otherwise Deprived of Renal 
Function 

J. VANATTA, E. E. MuiRHEAD, and A. GROLLMAN. 
American Journal of Physiology {|Amer. J. Physiol.] 156, 
443-453, March, 1949. 1 fig., 29 refs. 


2281. Blood Hypertensinogen in Early Hemorrhage 
Hypotension 

G. C. Rau. American Journal of Physiology [|Amer. J. 
Physiol.) 156, 454-457, March, 1949. 2 refs. 


MORBID ANATOMY 


2282. Observations and Considerations on Connective- 
tissue Tumours of the Upper Kespiratory Tract. (Kulievie 
considerazioni sopra i connetuvomi deile alte vie aeree) 
C. Sirtori and C. BECCHERLE. Tumori [Tumori] 22, 
12-20, 1948. 2 figs., 2U rets. 


At the Cancer Institute in Milan 175 cases of connec- 
tive-tissue tumours of the upper air passages were 
studied between 1927 and 1947. The series consisted 
of (a) reticuiosarcomata (and allied forms), 77 in the 
following sites: tonsils 32, pharynx 22, palate 9, nose 4, 
tongue 3, gums 2, superior maxilla 1; (6) angiomata, 
fibro-angiomata, and angiomatous polyps, 37 (larynx 10, 
tongue ¥, nose 4, paiate 4, mouth 3, gums 2, tonsils 2, 
pharynx 2); (c) sarcomata, 31 (nose 13, superior 
maxilia 8, pharynx 4, tonsils 2, larynx 2, palate 1, gum 1); 
(d) lymphosarcomata, 7 (tonsils 6, pharynx 1); (e) 
epulis, 6; (f) ostecmata, 5 (gums 3, nose 1, superior 
maxilla 1); (g) endotheliomaia, 4 (palate 2, tongue 1, 
mouth 1); (4) fibromata, 3 (pharynx 1, mouth 1, palate 
1); @) chondromata, 2 (palate 1, mouth 1); (j) plasmo- 
cytomata, 2 (nose 1, pharynx 1); (k) lympho-epithe- 
lioma, 1. It is concluded (1) that the reticulum ceil, 
even when malignant, may retain its power of develop- 
ment; (2) that polyps often have the character of circum- 
scribed elephantiasis with all the possibilities of develop- 
ment associated with this condition; (3) that histological 
criteria are of value for distinguishing between a fibroma 
and a sarcoma, and between sarcomata composed of 
typical, anaplastic, and atypical cells; (4) that the 
ditierential diagnosis between mixed tumours (cylin- 
droma-endothelioma) is sometimes difficult owing to 
clinical similarities. Epulis, plasmocytoma, and lympho- 
epithelioma are also discussed. 

A. Pagano (Excerpta Medica) 


2283. Epithelial Lesions in the Respiratory Tract in 
Human Intiuenzal Pneumonia 

M. Straus and J. MULDER. Journal of Pathology and 
Bacteriology {J. Path. Bact.] 60, 429-434, July, 1948. 
11 figs., 13 refs. 


In the 1918 pandemic of influenza, epithelial lesions in 
the respiratory tract were described by Askanazy and 
Winternitz, consisting of destruction of the epithelium of 
the trachea and bronchi down to and including the 
terminal! bronchioles, leaving only the basal layer. From 


this a stratified epithelium was regenerated by mitotic 
division. Similar lesions have been produced experi- 
mentally in mice and ferrets, but since 1933 these findings 
have not been confirmed in cases of human influenzal 
pneumonia. During the 1939-46 period, however, the 
authors’ observations in cases clinically suggestive of 
influenzal pneumonia were essentially similar to those 
described above, except that the epithelium of the 
terminal bronchioles was unaffected in spite of intense 
bacterial inflammation of the mucosa. A fatal case of 
proved influenza A with pneumonia, which occurred in 
1941, is described in some detail with photomicrographs 
and the results of mouse protection tests. 

lhe chief difference between pandemic and inter- 
pandemic influenzal pneumonia appears to be the 
maintenance of intact terminal bronchiolar epithelium 
in the latter. The authors believe that the epithelial 
changes are specifically due to the action of the causative 
virus, although they admit that they may be due to the 
action of bacterial toxins. Further combined research 
is suggested to determine the significance of these changes. 
A special necropsy technique is essential if the epithelial 
lesions are to be preserved, consisting in removal of the 
trachea and main bronchi intact and excision of portions 
ot the inflamed lobes of the lungs with a very sharp knife 
to avoid compression and distortion of the bronchiolar 
epithelium. All specimens are then fixed for several 
days before pieces are taken for section. 

R. B. T. Baldwin 


2284. Idiopathic (“‘ Isolated ’’) Myocarditis in Infancy 
C. RAEBURN. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 477-481, July, 1948. 3 figs., 12 refs. 


The author reviews the literature relating to “* isolated ” 
myocarditis and points out that there are tocal and diffuse 
histological types. He reports a case of the diftuse type 
occurring in a male child of 10 months and describes the 
necropsy and histological findings. The iliness began 
with vomiting, dyspnoea, cyanosis, a pulse rate of 130, 
and respiration rate of 60. No other abnormal physical 
signs were noted, but radiologically the heart was 
eniarged. Streptococcus viridans and Neisseria catar- 
rhalis were isolated from the throat, and blood counts 
taken 24 and 4 days respectively before death showed no 
abnormality apart fom a mild anaemia. 

At necropsy the main findings were cardiac enlarge- 
ment with venous congestion of the liver and lungs. At 
the apex of the left ventricle was a small area of myo- 
necrosis with superimposed ante-mortem mural 
thrombus; the myocardium itself showed irregular 
yellow mottling. No evidence of focal infection could be 
feund In addition to other organs, sections of both 
ventricles and auricles, interventricular septum, aorta, 
and pulmonary artery were prepared. The stains used 
were haematoxylin and eosin, iron haematoxylin and 
van’ Gieson, phosphotungstic acid-haematoxylin, 
Wilder’s reticulin stain, and Sudan III for fat. The 
histology of the heart is described in detail, the main 
points being: (a) interstitial cellular infiltration by 
lymphocytes with a few plasma cells, histiocytes, and 
polymorphonuclears and, (6) small areas of progressive 
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muscle dissolution terminating in necrosis. The extent 
and distribution varied directly with the dynamic capacity 
of the part concerned, the lesions being most severe in 
the ventricles and almost non-existent in the auricles. 
The other organs showed only congestion and oedema. 
In discussing the possible aetiology of the condition the 
authors exclude occult infection, chemical agency, 
potassium deficiency, allergy, and virus infection, and 
conclude that it is due to some unknown agent affecting 
the capillaries and connective tissue of the heart. They 
point out that this is an almost unique case, as the 
complications associated with advancing age and the 
presence of other disease have been eliminated. 
R. B. T. Baldwin 


2285. Post-mortem Findings in Penicillin-treated Sub- 
acute Bacterial Endocarditis. (Preliminary Report of 6 
Unselected Cases). [In English] 

E. SAxEN. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 26, 359-369, 1949. 
2 figs., 14 refs. 


Five men and 1 woman with subacute bacterial endo- 
carditis received up to 45 million units of penicillin 
(and in one case 9 g. of streptomycin as well); this 
caused a rapid fall in temperature but did not cure the 
patients. Two of the patients had a patent ductus 
arteriosus. Streptococcus viridans had been isolated 
from the blood cultures in one case only, but Gram- 
positive cocci were demonstrated in the tissues (heart 
valve and renal embolus) from 5. The author discusses 
the efficacy of penicillin therapy and its role in the 
subsequent development of cardiac insufficiency. There 
is scar formation at the site of ulceration and fibrosis in 
the heart muscle. Streptococci of lesser virulence may 
produce a verrucose valvulitis. E. T. Ruston 


2286. Ulcers of the Upper Part of the Gastrointestinal 
Tract Associated with Acute Damage of the Brain 

J. P. Wyatr and P. N. Kuoo. Archives of Pathology 
[Arch. Path.] 47, 110-118, Feb., 1949. 2 figs., 19 refs. 


Four cases are described in which ulceration of the 
upper intestinal tract occurred after damage to the brain. 
The first was that of a man admitted unconscious after a 
car accident; projectile vomiting of dark red fluid began 
and he died after 34 days. At necropsy an extensive 
subdural haematoma was found over the right hemi- 
sphere, with laceration and oedema of the temporal and 
frontal lobes and hypothalamic haemorrhages. The 
stomach was much dilated and contained four shallow 
ulcers at the lesser curvature, near the pylorus. Above 


- the cardia, and extending into the stomach, there was a 


large oesophageal tear, which communicated with the 
mediastinum. Microscopically all lesions showed evi- 
dence of an inflammatory reaction. 

In the second case, a woman of 40 was admitted 
unconscious with a subarachnoid haemorrhage; broncho- 
Pneumonia developed and she died 5 days after admission. 
Necropsy revealed a recent right-sided haemorrhage 
in the island of Reil, communicating with the subarach- 
noid space. The oesophagus was perforated a short 


distance above the cardia. The stomach was dilated and 
contained two superficial ulcers at the pylorus. There 
was little evidence of inflammatory reaction at the site of 
the gastric ulcers, but more in the wall of the oesophagus. 

In the third case, a woman of 74 was admitted after a 
car accident, remained unconscious, and died 5 days 
later. There was a left-sided subdural haemorrhage with 
extensive lacerations of the brain. The hypothalamic 
region was intact. There were two acute duodenal 
ulcers, and tarry contents were noted in the colon. 
Microscopically the ulcers showed the characteristics of a 
peptic ulcer. 

In the fourth case a boy of 12 stopped breathing while 
under an anaesthetic, and was revived by cardiac massage. 
He survived for 30 hours. At necropsy there was general 
cerebral oedema and evidence of increased intracranial 
pressure. The fundus of the stomach was much dilated 
and there were multiple erosions and five perforations 
of the stomach of varying size, as well as an acute 
duodenal ulcer. While the gastric lesions showed no 
cellular exudate, the duodenal crater was typical of an 
acute ante-mortem lesion. 

Out of a series of 210 cases of acute cranio-cerebral 
damage these were the only ones to show erosions and 
ulcers of the upper gastro-intestinal tract. The authors 
imply that there might have been more but for the short 
survival time of the patients. The authors point out that 
in patients with acute cerebral damage an abdominal 
complication should be watched for, and draw attention 
to the vomiting of blood or the passage of tarry stools. 

[This communication raises the important medico-legal 
question whether an accident in which brain damage was 
slight and unconsciousness short could be responsible 
for the development of a gastric, duodenal, or oesophageal 
ulcer.] R. Salm 


See also Section Disorders of the Blood, Abstract 2448. 
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2287. Cellular Analysis of the Aspiration Lung Biopsy 
from Normal and Some Pathological Conditions 

Z. Z. GopLowski. Journal of Clinical Pathology [J. 
clin. Path.) 2, 49-54, Feb., 1949. 12 figs., 14 refs. 


Lung aspiration was carried out in 75 healthy indivi- 
duals and 10 patients with various diseases of the chest. 
The chest wall in the area of the proposed puncture was 
infiltrated with 2% procaine and the infiltration then 
extended to the visceral pleura and the adjacent parts of 
the lung. A large lumbar puncture needle was used for 
the lung biopsy, the site of puncture being the 6th or 
7th intercostal space in the anterior axillary line im - 
normal subjects. In order to avoid contamination with. 
cells of skin or pleura, a two-needle technique was used.. 
A short needle of large calibre, with stilette in position, . 
was inserted and when ‘it reached the lung the stilette. 
was removed, and a second finer and longer needle was 
passed through the first needle. The depth to which the 
needles were passed was controlled by radiographs, and 
in the case of the second needle was up to 20cm. Lung 
tissue was aspirated by means of a 20 ml. syringe attached 
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to the second needle, which was advanced and withdrawn 
to the tip of the larger needle while suction was applied. 
The aspirated material was smeared on microscope slides, 
dried at room temperature, and stained by Leishman or 
Jenner—Giemsa stain. 

The paper is accompanied by plain and colour photo- 
micrographs showing the main cellular elements in 
“ pulmograms”’ from healthy subjects (smokers and 
non-smokers), and from patients with chronic venous 
congestion and tuberculosis. The elements derived from 
normal lung tissue consisted of macrophages (“* dust- 
cells’), alveolar histiocytes, nucleated alveolar epithe- 
lium, and occasional leucocytes due to contamination 
with blood. Reticulum cells and collagen and elastic 
fibres were seen in films from patients with diseases 
accompanied by much destruction of lung tissue. Meso- 
thelial cells of pleural origin were rarely seen when the 
two-needle procedure was adopted. Small localized 
pneumothorax complicated aspiration in three cases, and 
one patient had a slight haemoptysis. 

G. B. Forbes 


2288. Nutritional Status and Infection Response. II. 
Electrophoretic Circulating Plasma Protein, Hematologic, 
Hematopoietic, and Pathologic Responses to Myco- 
bacterium tuberculosis (H37 Rv) Infection in the Protein- 
deficient Rat 

J. Metcorr, D. DARLING, D. Witson, A. Lapt, and F. J. 
Stare. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 34, 335-357, March, 1949. 2 figs., 
bibliography. 


After 2 weeks on an adequate diet (18% casein) or one 
that contained only 8% protein (casein), 39 young rats 
received intravenously 0-1 mg. of virulent tubercle bacilli 
‘of the human strain H37 Rv, while 12 received heat-killed 
organisms and 13 remained as controls. Four weeks 
after infection about half the animals of each dietary 
group were given a diet containing only 2% casein. 
Animals were killed 14, 28, 42, and 58 days after infection. 
Responses to the infection were compared with those 
in non-inoculated animals by examining the blood 
picture, bone marrow, electrophoretic pattern of the 
serum proteins, and histological sections of the lungs, 
tracheo-bronchial lymph nodes, heart, liver, spleen, 
kidneys, adrenals, testes, and skin at the site of an 
inoculation of old tuberculin given 48 hours before the 
animals were killed. 

Tuberculous lesions of a granulomatous type without 
necrosis were observed in lymphoid tissue, lungs, and 
liver; they reached maximum development within 
4 weeks of infection but caused no deaths within the 
58-day period of observation. No significant differences 
between rats in the different dietary groups were observed, 
and the authors conclude that under the conditions of 
their study protein deficiency “ did not appear to alter 
the susceptibility, resistance, course, or physiologic 
response of the young rat to experimental tuberculosis ”’. 

[At least four observations seem necessary. (1) 
Dietary effects on resistance may take longer to develop 
than the period of this experiment. Some of the best- 
established dietary effects on resistance to experimental 


infection appear only in animals reared from birth on the 
experimental diet and born of mothers themselves given 
the same diet. (2) The only unequivocal criterion of 
altered resistance to infection is a statistically significant 
change in the death rate after infection. Elaborate 
indirect measurements of resistance postulate a know- 
lege of pathology of infection which cannot reasonably 
be claimed. (3) To test a dietary effect alone it is 
necessary to render equal in the test groups the known 
variables in heredity and environment. Litter-mate 
distribution is of prime importance and it is not clear 
whether this factor was equalized among the groups in 
the present experiments. (4) Dietary effects on resist- 
ance to infection should not be expected either in over- 
whelming infections, on the one hand, or in very 
resistant hosts, on the other hand. They are most 
likely to be disclosed by test infections capable of 
killing an intermediate proportion of the experimental 
animals. The animals described in the present paper 
appear to have had a high natural resistance to the test 
infection.] J. W. Howie 


2289. Carcinoma Cells in Sputum and Bronchial Secre- 
tions. A Study of 150 Consecutive Cases in Which 
Results were Positive 

L. B. WooLner and J. R. McDONALD. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.) 88, 
273-290, March, 1949. 9 figs., 24 refs. 


As a preliminary to the major part of their investiga- 
tion the authors carried out a cytological study of 
sputum and other material derived from patients with and 
without pulmonary carcinoma, in order to become 
familiar with the appearances of the cancerous and non- 
cancerous cellular elements in sputum and bronchial 
secretions. Smears from wet specimens were fixed while 
wet in equal parts of absolute alcohol and ether for 30 
minutes and stained with Harris’s haematoxylin and dilute 
eosin, five smears from each specimen being examined 
carefully under the low-power, and suspicious cells 
studied more thoroughly under the high-power dry 
objective. While examination of sputum and of 
secretions removed bronchoscopically gave an equal 
distribution of positive results, examination of both 
specimens was considered preferable to examination of 
either alone. For the identification of carcinoma cells 
the authors placed most reliance on the large size of the 
cells, the variation in size and shape of the cells, the 
greater size of the nucleus in relation to the amount of 
cytoplasm, hyperchromatism of the nucleus, and the 
presence of large nucleoli. Mitotic figures were rarely 
seen and were considered to be of little diagnostic 
importance. Identification according to histological 
type was comparatively easy in the case of “ oat-cell” 
carcinoma and keratinizing squamous-celled carcinoma. 
Cells derived from the more undifferentiated tumours 
were reported as “ carcinoma cells’ without reference 
to the histological type. 

A diagnosis of bronchogenic carcinoma on the basis 


of positive findings in the sputum or bronchial secretions » 


was made in 150 out of a total of 1,600 cases. This 
diagnosis was confirmed by means of biopsy, surgical 
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exploration, radiological examination, or necropsy in 
145 cases. Positive smear reports were proved to be 
false in 3 cases, and in 2 a final diagnosis was not estab- 
lished. The authors regard this examination, in the 
hands of experienced workers, as a valuable aid in the 
diagnosis of carcinoma of the lung. It is of particular 
value in the presence of lesions of the upper lobes and of 
peripherally located tumours which are not accessible to 
the bronchoscopist. G. B. Forbes 


2290. Comparative Tests of Glomerular Filtration for En- 
dogenous Creatinine and Sodium Thiosulphate. (Mesure 
comparée de la filtration glomérulaire par la créatinine 
endogéne et par I’hyposulfite de soude) 

P. P. LAMBERT and J. LeBRUN. Helvetica Medica Acta 
[Helv. med. Acta] 15, 599-613, Dec., 1948. 3 figs., 
12 refs. 


Glomerular filtration can be measured with sodium 
thiosulphate, the values being identical with those found 
by the use of inulin. With these values as a standard, a 
critical study was made of the method of Popper and 
Mendel, in which the filtration of endogenous creatinine 
is measured. Tests were made on 25 subjects. In 45% 
of cases the clearance of endogenous creatinine was the 
same as that of thiosulphate, within the limits of experi- 
mental error; in 15% the creatinine clearance was lower 
than that of thiosulphate, but this discrepancy can be 
accounted for by technical factors. In 40% the clearance 
of endogenous creatinine was significantly higher than 
that of thiosulphate. It was ascertained that in this 


group the difference could not be due to technical errors. 


and that it must be assumed that in some individuals 
tubular secretion of endogenous creatinine occurs. 
A. Verniory (Excerpta Medica) 


2291. Measurement of the Glomerular Filtration Rate 
and the Effective Renal Plasma Flow Using Sodium Thio- 
sulphate and p-Amino-hippuric Acid 

A. Dick and C. E. Davies. Journal of Clinical Pathology 
[J. clin. Path.| 2, 67-72, Feb., 1949. 10 refs. 


The authors describe a method of estimating the rate of 
glomerular filtration by measuring the clearance of 
sodium thiosulphate administered by continuous infusion. 
The results in 10 healthy males were compared with those 
for inulin clearance in the same subjects, and close 
agreement was observed. A combined test, in which 
sodium thiosulphate was used for measurement of 
glomerular filtration rate and sodium p-aminohippurate 
for the measurement of the effective renal plasma flow, 
was carried out on three normal males. The mean 
filtration fraction (clearance of thiosulphate divided by 
clearance of hippurate) was 0-23, a figure approximating 
to the fractions recorded by American workers. 

The infusions were administered by drip apparatus, a 
small priming infusion being given in order to obtain a 
Suitable concentration of the drug in the blood, after 
which a sustaining infusion of 500 ml. was given at a 
rate of 4 ml. per minute. Urine samples were collected 
by means of an indwelling catheter. Three accurately 
timed collection periods of approximately 20 minutes 


each were used for the determination of the clearances. 
Blood samples were obtained by venipuncture at the 
beginning and end of each period. The analytical 
methods used for the determination of the drugs in blood 
and urine are discussed at some length. The authors 
conclude that the disadvantages of catheterization and 
repeated venipuncture are outweighed by the accuracy of 
the results obtained. G. B. Forbes 


2292. Urinary Cholesterol in Cancer: Urinary Cholesterol 
Excretion in Cancer Patients and Control Subjects 

M. M. BurcuELL, J. H. O. EARLE, and N. F. MACLAGAN. 
British Journal of Cancer [Brit. J. Cancer] 3, 42-51, 
March, 1949. 6 figs., 6 refs. 


2293. Urinary Cholesterol in Cancer: Chemical State of 
Urinary Cholesterol and Methods of Estimation 

M. M. BurCHELL and N. F. MAc LAGAN. British 
Journal of Cancer (Brit. J. Cancer] 3, 52-61, March, 1949. 
1 fig., 9 refs. 


2294. The Value of the Cadmium Sulphate Reaction in 
Serum in Liver Diseases. (Uber den Wert der Kadmium- 
sulfatreaktion im Serum bei Leberkrankheiten) 

F. Wiener Zeitschrift fiir Innere Medizin [Wien. 
Z. inn. Med.| 30, 127-133, March, 1949. 4 refs. 


The cadmium sulphate test for liver function is that 
described by Wuhrmann and Wunderly [Schweiz. med. 
Wschr., 1945, 75, 1128; 1946, 76, 545] as suitable for 
the diagnosis of diffuse injury of liver parenchyma in 
afebrile patients without jaundice or cholaemia. The 
result is read in 5 minutes after adding to 0-4 ml. of 
freshly obtained serum four drops of a 0-4% cadmium. 
sulphate solution and slightly shaking the tube; the 
absence or appearance of cloudiness in the serum is taken 
as a negative or positive reaction. The reliability and . 
specificity of the test were checked by the author on 400 
patients, of whom 159 suffered from various forms of 
hepatic disease and the remaining 241 were controls or 
had renal disease or syphilis; in addition, a series of 
parallel Takata tests and Weltmann coagulation-band 
tests was carried out with the same sera. In positive cases 
there was complete agreement between the results of the 
cadmium sulphate test and the other two tests, but in 
doubtful and negative cases divergent readings were 
obtained. It is pointed out that the cadmium sulphate 
test is unsuitable for differentiating obstructive jaundice 
from conditions due to primary diffuse injury to the liver 
cells. H. P. Fox 


2295. Bromsulphalein Excretion in the Newborn 

P. L. MOLLISON and M. CutsusH. Archives of Disease 
in Childhood [Arch. Dis. Childh.] 24, 7-11,-March, 1949, 
2 figs., 10 refs. 


2296. Liver Function in Newborn Infants with Special 
Reference to Excretion of Bromsulphalein 

S. YupKIn, S. S. GELLIs, and F. Lappen. Archives of 
Disease in Childhood {Arch. Dis. Childh.] 24, 12-14, 
1 fig., 18 refs. 


March, 1949. 
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BLOOD 


2297. Quantitative Studies on the Total Plasmin and the 
Trypsin Inhibitor of Human Blood Serum. I. Methods 
for the Titration of Total Plasmin and of Trypsin Inhibitor 
E. W. Topp. Journal of Experimental Medicine [J. exp. 
Med.) 89, 295-308, March, 1949. 5 figs., 3 refs. 


Methods are described for estimating plasmin (the 
protease in serum activated by streptokinase) and trypsin 
inhibitor in serum. Azocoll (made by coupling “ hide 
powder ”’ with an azo dye) is used as substrate for the 
proteases; their activity is measured by the depth of 
colour set free, and expressed in arbitrary colour units. 
Inhibitors in streptokinase are excluded by using partially 
purified concentrated preparations; excess is used to 
overcome any antistreptokinase in serum. The trypsin 
inhibitor is expressed as the percentage of the activity of 
0-00025 mg. of trypsin when 0-00016 ml. of serum is 
added. J. R. Marrack 


2298. Quantitative Studies on the Total Plasmin and the 
Trypsin Inhibitor of Human Blood Serum. IJ. Variations 
in the Blood Concentration of Total Plasmin and of Trypsin 
Inhibitor in Streptococcal Diseases with Special Reference 
to Rheumatic Fever 

E. W. Topp. Journal of Experimental Medicine {J. 
exp. Med.] 89, 309-324, March, 1949. 8 figs., 2 refs. 


Repeated estimations were made of plasmin and 
trypsin inhibitor [for method see Abstract 2297] in the 
serum of young men admitted to hospital with scarlet 
fever. In uncomplicated cases plasmin curves were 
considerably higher than inhibitor curves; in cases with 
‘purulent complications the curves were closer together; 
in cases in which rheumatism developed the curves were 
close together and the inhibitor curve rose above the 
plasmin curve at the time of rheumatic activity. It is 
suggested that plasmin and inhibitor are normally linked 
by a compensatory mechanism, which is disturbed in 
cases in which rheumatism develops. J. R. Marrack 


2299. Plasma-protein Level and Disappearance of Evans 
Blue from the Blood-stream 

R. J. Rossiter. Lancet [Lancet] 1, 222-223, Feb. 5. 
2 figs., 9 refs. 


The plasma volume in a series of prisoners of war was 
determined by the Evans blue technique. The rate of 
disappearance of the dye was determined from blood 
samples taken 10, 20, and 50 minutes after injection of the 
dye. The disappearance curve was more or less linear 
but the slope varied markedly from patient to patient. 
The slope of the curve also became less steep on repeated 
injection of the dye, presumably because of progressive 
saturation of the tissues capable of storing the dye. A 
significant negative correlation was found between the 
albumin level in plasma and the slope of the dis- 
appearance curve. No such correlation could be found 
between the globulin level in plasma and the slope of the 
disappearance curve. As Evans blue appears to be 
taken up by the albumin fraction of plasma, determina- 


tion of plasma volumes on the basis of a single sampling 
of blood after injection of Evans blue will be fallacious if 
the plasma albumin level is low. J. Dawson 


2300. Fibrinogen B: A Preliminary Survey of the 
Incidence of Fibrinogen B in Normal and Diseased States 
D. B. Dunn, M. A. JACKSON, and R. N. Lyons. Medical 
Journal of Australia [Med. J. Aust.] 1, 266, Feb. 26, 1949, 


Blood samples from 2,240 normal subjects, 580 
patients suffering from various surgical and medical 
diseases, and 200 pregnant women were tested for the 
presence of fibrinogen B. To 0-5 ml. of plasma 2 to 4 
drops of f-naphthol in 50% alcohol were added until 
opalescence developed. The presence of an obvious 
gel after the mixture had stood for 10 minutes was 
regarded as a positive result. In only 9 (0-4%) of the 
normal control group was the result positive. Fibrino- 
gen B was present in over 90% of patients suffering from 
recent coronary occlusion, thrombotic states, congestive 
heart failure, and sepsis. In more than 70% of cases of 
fracture, urological disorder, and cerebral vascular 
accident there was a positive result. The substance was 
present in the plasma of 40% of surgical patients examined 
after operation, and in that of 44% of patients with a 
variety of unspecified internal diseases; it also occurred 
in 10% of patients with pulmonary tuberculosis. The 
authors make no attempt to draw conclusions from these 
findings at this stage in the survey. 

[For a better appreciation of this study, reference 
should be made to Cummine and Lyons, Brit. J. Surg., 
1948, 35, 337.] G. B. Forbes 


2301. The Albumin/Globulin Ratio: A Technical Study 
N. H. Martin and R. Morris. Journal of Clinical 
Pathology {J. clin. Path.] 2, 64-66, Feb., 1949. 14 refs. 


Fifteen sera were fractionated by the use of (1) Howe’s 
22°5% sodium sulphate at pH 6-4 and 37°C.; (2) 
Majoor’s 26% sodium sulphate at pH 6-5 and 37°C.; 
(3) Campbell and Hanna’s 42% sodium sulphite at pH 
9-6 and 20°C.; (4) Popjak and McCarthy’s 36% mag- 
nesium sulphate at pH 7°0 and 20° C.; and (5) Pillemer 
and Hutchinson’s methanol precipitation at pH 6:7 at 
0° to 2° C. in an acetate buffer; the fractionations were 
compared with each other and with the results of electro- 
phoretic analysis. Only methods (2) and (5) gave results 
in close agreement with those of electrophoresis. 

G. Discombe 


2302. Estimation of Prothrombin in Dicoumarin 
Therapy 
R. Biccs and R. G. MACFARLANE. Journal of Clinical 
Pathology [J. clin. Path.] 2, 33-44, Feb., 1949. 15 figs., 
53 refs. 


The one-stage method for estimation of prothrombin is 
not specific, but is affected by variations in other con- 
stituents of the plasma. Nevertheless, because of ‘its 
relative simplicity, it can be used to estimate the “‘ relative 
prothrombin efficiency ” of the plasma of patients treated 
with dicoumarol. If brain thromboplastin is used, the 


rest 
vip 
exp 
thre 
cur 
pro 
two 
Qui 
pla: 
lab 
230 
G. 
Pat 
and 
the 
was 
resi 
con 
mis 
[ 
sho 
of 
rha 
aba 
194 
230 
For 
K. 
[J.. 
} 
dur 
par 
red 
hep 
her 
bin 
fibr 
mo: 
adc 
izec 
coll 
In 
me: 
of 
230 
: Ble 
A. 
Am 
Sci. 
7 
nur 
size 
tecl 
orig 
Silic 


BLOOD 555 


results concord with clinical experience, but if Russell 
viper venom (“ stypven”’) is used they do not. This is 
explained by the fact that venom converts prothrombin to 
thrombin almost instantaneously, but brain extract acts 
slowly, the reaction following an autocatalytic type of 
curve; since complete conversion of only 5% of the 
prothrombin of normal blood suffices for clotting, the 
two methods will necessarily show discrepancies. 
Quick’s method used on’ saline dilutions of normal 
plasma is the most satisfactory routine technique for the 
laboratory. G. Discombe 


2303. Prothrombin Time in Dicoumarol Therapy 
G. A. James. Journal of Clinical Pathology {J. clin. 
Path.] 2, 45-48, Feb., 1949. 2 figs., 11 refs. 


A direct comparison between Quick’s (brain extract) 
and Fullerton’s (snake venom) methods for estimating 
the prothrombin content was made on 20 patients. It 
was found that Quick’s method was sensitive and gave 
results which were closely correlated with the clinical 
condition of the patient, but that of Fullerton was often 
misleading. 

[This paper and the preceding one (Abstract 2302) 
should be read by all who employ this test. The use 
of snake venom often leads to intractable haemor- 
rhage, and, in spite of its great convenience, must be 
abandoned. See also Ball and Hughes, Brit. med. J., 
1949, 1, 560.] G. Discombe 


2304. The Influence of Anticoagulants on Fibrin Network 
Formation 

K. RessEK and M. Kusik. Journal of Clinical Pathology 
[J. clin. Path.] 2, 55-59, Feb., 1949. 6 figs., 2 refs. 


Normal plasma prepared in waxed tubes was observed 
during clotting between slide and coverslip, and com- 
pared with plasma rendered less coagulable either by 
reduction in prothrombin content or addition of 
heparin to the shed blood, or by previous injection of 
heparin in the donor. Clotting started in low-prothrom- 
bin plasma just as soon as in normal plasma, but the 
fibrin net was formed more slowly and its fibres were 
more delicate. Plasma to which heparin had been 
added in vitro failed to clot, but plasma from a heparin- 
ized donor, though failing to clot immediately after 
collection, did so after standing 24 hours in a waxed tube. 
In this case the fibrin needles were more delicate, the 
mesh was smaller, and more needles formed on the centres 
of crystallization. G. Discombe 


2305. The Role of Platelets in the Coagulation of the 
Blecd 

A. J. Quick, J. N. SHANBERGE, and M. STEFANINI. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 217, 198-205, Feb., 1949. 3 figs., 19 refs. 


This is a study of the effect of varying blood platelet 
numbers on the coagulation time, speed of clot retraction, 
size of clot, and consumption of prothrombin. The 
technical methods employed [for details of which the 
original paper should be consulted] involved the use of 
silicone-treated apparatus. 


It was found that the greater the number of platelets 
the sooner clot retraction began and the smaller the final 
clot. As the number of platelets was reduced the speed 
of prothrombin consumption decreased, but within a 
wide range of variation in the number of platelets there 
was no significant change in coagulation time. Investiga- 
tion of 3 cases of thrombocytopenic purpura by the same 
methods revealed that a defective coagulation mechanism 
might be masked by a normal coagulation time, but that 
the prothrombin consumption was markedly diminished. 

A, Brown 


2306. Study of Fixed Tissue Sections of Sternal Bone 
Marrow Obtained by Needle Aspiration. III. Metastatic 
Carcinoma in Sternal Bone Marrow 

A. S. WEISBERGER and R. W. HEINLE. American Journal 
of the Medical Sciences {|Amer. J. med. Sci.] 217, 263-268, 
March, 1949. 8 figs., 4 refs. 


Of 50 patients with malignant disease, 29 of whom had 
clinical evidence of metastases, 7 were found to have 
metastatic carcinoma in the sternal bone marrow, as 
revealed by seciions of marrow material. Tumour cells 
were found in marrow films from 4 of these patients. 
The primary sites were breast, lungs, kidneys, or prostate. 
Tumour cells are easily recognized. They are large, have 
vesicular nuclei, 1 to 3 nucleoli, and scanty basophilic 
cytoplasm, and occur in syncytia; mitotic figures are 
common. Occasionally granulomatous areas may lead 
to confusion. Myelograms revealed no typical features, 
but when the marrow was hypoplastic the myeloid— 
erythroid ratio was high. Haemosiderin deposits were 
seen in 2 cases, and solitary lymph follicles in 6. Of 32 
anaemic patients the marrow was hypoplastic in 7. 
Occasionally it was impossible to obtain marrow by 
puncture, probably because of sclerosis or fibrosis. This 
paper confirms the findings of Rohr and Hegglin 
(Dtsch. Arch. klin. Med., 1936, 179, 61) and of Stéger 
(Dtsch. med. Wschr., 1941, 67, 1389). 

[A full discussion of and references on this topic may 
be in Chapter XIII of Leitner’s Bone Marrow Biopsy, 
1949, London.] E. Neumark 


2307. Heme Synthesis and Red Blood Cell Dynamics in 
Normal Humans and in Subjects with Polycythemia Vera, 
Sickle-cell Anemia, and Pernicious Anemia 

I. M. Lonpon, D. SHEMIN, R. West, and D. RITTENBERG. 
Journal of Biological Chemistry [J. biol. Chem.| 179, 
463-484, May, 1949. 9 figs., 27 refs. 


2308. The Use of Russell Viper Venom and Lecithin as 
Thromboplastin in the Estimation of Prothrombin 

C. A. Mawson. Journal of Laboratory and Clinical 
Medicine {J. Lab. clin. Med.] 34, 458-472, April, 1949. 
4 figs., 18 refs. 


2309. The Effects of Induced Malaria, Acute Starvation 
and Semi-Starvation on the Electrophoretic Diagram of 
the Serum Proteins of Normal Young Men 

H. L. Taytor, O. MICKELSEN, and A. Keys. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 273-281, 
1 fig., 31 refs. 


March, 1949. 


Microbiology | 


VIRUSES 


2310. A Disease of the Mouse with Hepatic Intra- 
nuclear Inclusions. (Sur une maladie de la souris a 
inclusions hépatiques intranucléaires) 

V. PaAviLaANis and P. Lépine. Annales de l'Institut 
Pasteur [Ann. Inst. Pasteur] 76, 280-283, March, 1949. 
2 figs., 1 ref. 


Findlay (Brit. J. exp. Path., 1932, 13, 223) has described 
a disease in mice characterized by intranuclear in- 
clusions in the hepatic cells. Emulsions of liver passed 
through a Berkefeld filter and inoculated intraperitoneally 
into mice transmitted the disease. The present authors 
have described the same condition in the livers of mice 
suffering from jaundice. The inclusions do not stain 
with the Feulgen technique. The disease was transmitted 
to mice for three passages, and also to guinea-pigs, in 
which similar inclusions are found in the liver. 

G. M. Findlay 


2311. Isolation of Herpes Simplex Virus on the Chorio- 
allantoic Membrane 

L. L. Corrett, H. BLANK, and T. F. MCN. Scott. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin: 
Med.) 34, 402-408, March, 1949. 4 figs., 11 refs. 


Saliva or skin washings from cases of herpes simplex 
were inoculated into the scarified cornea of young rabbits, 
or on to the chorio-allantoic membrane of embryonated 
eggs. Provided that buffered saline gelatin was employed 
as a diluent together with 500 units of penicillin and 
100 yg. of streptomycin to control bacterial contamina- 
tion, the virus could be isolated in the egg as readily as in 
the eye. The virus was identified by the formation of 
plaques in the membrane with intranuclear inclusion 
bodies, and by neutralization tests with immune rabbit 
serum. R. Hare - 


2312. Cross Immunity Studies between Virus Strains in 
the Psittacosis-Lymphogranuloma Venereum Group 

J. C. WaGner, O. J. Go_us, and V. W. ANDREW. 
Journal of Infectious Diseases [J. infect. Dis.| 84, 41-46, 
Jan.—Feb., 1949. 23 refs. 


In cross-immunity tests with members of the psitta- 
cosis-lymphogranuloma-venereum group of viruses, 
living virus was inoculated subcutaneously into mice and 
intracerebral inoculation of homologous or heterologous 
virus was carried out three weeks later. Significant 
protection against psittacosis was afforded only by the 
homologous virus and by ornithosis virus. The avian 
viruses appeared to have greater antigenicity or to be of a 
broader antigenic pattern; they gave quite good protec- 
tion against human pneumonitis and Louisiana pneumo- 
nitis viruses, and a more variable degree of protection 


against a strain of meningo-pneumonitis virus. Strong 
reciprocal immunity resulted between ornithosis and 
meningo-pneumonitis viruses, and this was the most 
effective cross-immunity noted between viruses of human 
and of avian origin. Groups of mice similarly 
immunized by subcutaneous injection of living virus were 
tested by allowing the animals to breathe aerosols of 
psittacosis or ornithosis viruses. No significant protec- 
tion was afforded even against the homologous virus, 
Since carriage of living virus might be affecting the 
immune state, mice were examined 3 weeks after sub- 
cutaneous inoculation with each of the viruses studied. 
Living virus was not detected in the brain or spleen of 
animals inoculated with pneumonitis viruses of human, 
mouse, or hamster origin or with lymphogranuloma 
venereum virus. Mice inoculated with psittacosis, 
ornithosis, and meningo-pneumonitis viruses invariably 
continued to carry the virus in the spleen, and 
Louisiana pneumonitis virus remained in both brain and 
spleen. D. G. ff. Edward 


2313. Protection of Mice Against an Encephalitis Virus 
by Means of Organic-solvent Extracts of Brain Tissue 
J. Casas and P. K. Ouitsky. Seience [Science] 108, 
690-691, Dec. 17, 1948. 3 refs. 


Brain tissue from normal mice or sheep was extracted 
with acetone and ethyl ether or with chloroform and 
methyl alcohol. Extracts were dried, suspended in 
saline, and dialysed against phosphate buffer. If used 
soon after preparation, the extracts were of no protective 
value, but if allowed to age in the refrigerator for more 
than 4 weeks they were able, if injected intravenously in 
doses of 0-5 ml. 2 and 24 hours after the virus, or 24 
hours before, to protect a proportion of mice against 
death from infection with Russian Far East encephalitis 
virus. Some protection was obtained with extracts 
injected 48 hours after the virus. The virus was not 
injected intracerebrally but decimal dilutions of 0-1 ml. 
were given intraperitoneally. The extracts could be 
heated at 62° C. for one hour on 3 successive days, or at 
95° C. for 1 hour once without deterioration. ‘* Merthio- 
late’, 1 in 10,000, was always added 2 days before the 
test. R. Hare 


2314. A Hemolysin Associated with the Mumps Virus 
H. R. MorGan, J. F. ENpers, and P. F. WaAGLEY. 
Journal of Experimental Medicine [J. exp. Med. 88, 503- 
514, Nov., 1948. 2 figs., 7 refs. 


After serial passage in eggs, mumps virus develops 
haemagglutinative and haemolytic properties for chicken 
erythrocytes and, to a lesser degree, for human and 
sheep erythrocytes. The agents responsible for these 
properties are destroyed by exposure to 55°C. for 30 
minutes; at lower temperatures, the haemolysin alone 
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may be affected. Maximal haemolysis occurs at a pH 
between 7 and 8; below pH 6:5 and above pH 8°5, little 
or no lysis is observed. The haemolysin operates with 
equal potency in both phosphate and citrate buffer 
systems. Human and simian sera, taken both in the 
acute and convalescent phases of mumps, neutralize the 
haemolysin; the titres of such antisera rise considerably 
during convalescence. 

From these results two inferences are drawn: (1) 
the haemolysin is not identical with the haemagglutina- 
tive factor; (2) the haemolysin is in many respects 
analogous to an enzyme. G. Payling Wright 


2315. Growth Requirements of Bacterial Viruses 
§. S. COHEN. Bacteriological Reviews [Bact. Rev.} 13, 
1-24, March, 1949. 7 figs., bibliography. 


BACTERIA 


2316. Frequency of Penicillin-resistant Staphylococci 
A. VourREKA and W. H. HuGues. British Medical 
Journal [Brit. med. J.] 1, 395, March 5, 1949. 1 ref. 


In support of their thesis, that the frequency of strains of 
staphylococci resistant to penicillin is commonly exag- 
gerated, the authors undertook to ascertain the sensitivity 
of staphylococci obtained from nasal swabs taken at 
random from asthmatic subjects attending the out- 
patient department at St. Mary’s Hospital. From 241 
patients 315 distinct strains were obtained; none of the 
patients was suffering from obvious staphylococcal 
infection. These strains were tested for sensitivity by 
the ditch-plate method. When resistance to 1 unit 
penicillin per ml. was taken as an arbitrary standard, 
24 strains or 7-6°% were classed as resistant; 11 strains 
were found to produce penicillinase, while 13 did not. 
The resistant strains were not predominantly aureus or 
albus, coagulase positive or coagulase negative. 

M. Baber 


2317. The Initial Distribution of Air-borne Bacteria in 
the Host 

A. M. Ames and W. J. NUNGESTER. Journal of Infectious 
Diseases [J. infect. Dis.] 84, 56-63, Jan.—Feb., 1949. 
4 figs., 13 refs. 


Rabbits, guinea-pigs, and rats were exposed for 30 
minutes to aerosols of the spores of a non-pathogenic 
bacillus; they were then either killed immediately or 
after survival for periods varying up to 7 hours, and the 
concentrations of spores in tissues removed from the 
respiratory and alimentary tracts were measured. In all 
three species large numbers of spores lodged and 
remained on the nasal turbinates; few were recovered 
from the nasal vestibule or from the tongue and hard 
palate. In the pharynx, oesophagus, and stomach there 
were at first few spores; an hour after exposure there was 
a pronounced increase, the numbers falling again later. 
The quantity of spores reaching the lungs was found to 
be directly proportional to the size of the species of 
animal examined and thus to the tidal air. 

Factors influencing the concentration of spores in the 


lung were studied. Light anaesthesia and alcohol 
intoxication, chilling, and vasoconstriction of the upper 
air passages caused a marked increase in the number of 
spores reaching the lungs and a slowing in their clearance; 
the combination of chill and anaesthesia had a dis- 
proportionately great effect. In the early stages of 
pneumonitis, increased numbers of spores also reached 
the lungs, but as consolidation developed the numbers 
were reduced. The volume of tidal air is an important 
factor in determining the number of air-borne particles 
reaching the lungs. [Figures 3 and 4 should be trans- 
posed.] It is pointed out that pathogens inhaled in the 
air may reach the gastro-intestinal tract after being 
trapped in the mucus of the respiratory tract. [But under 
normal conditions the bactericidal action of the gastric 
juice provides an important defence mechanism. This 
action was encountered in some of the authors’ experi- 
ments. ] D. G. ff. Edward 


2318. Studies on Streptococci. I. Experimental Strep- 
tococcal Infections of the Chorio-allantoic Membrane of 
the Embryonic Chick 


_N. P. SHERWoop, H. R. WAHL, C. COLGLAzieR, T. R. 


HAMILTON, and A. JAy. Journal of Infectious Diseases 
[J. infect. Dis.] 84, 64-80, Jan.—Feb., 1949. 7 figs., 
22 refs. 


This paper describes the results of experimental 
infection of the chorio-allantoic membrane of developing 
chicks with 34 strains of B-haemolytic streptococci, one 
strain of «’-haemolytic streptococci, and one strain of 
Strep. viridans. There was much variation between the 
strains in lethal properties for embryos. The ability of 
the various strains to spread through the mesodermal 
structures, their excitation of an inflammatory response, 
their action in bringing about necrosis and proliferation 
of host cells, and their relations with phagocytes are 
described in detail. There is a long discussion on the 
light that these observations may throw on antibacterial 
defence reactions generally. G. Payling Wright 


2319. Studies on Streptococci. II. The Role of Hy- 
aluronidase in Experimental Streptococcal Infection 

B. E. RusseLt and N. P. SHERwoop. Journal of Infec- 
tious Diseases [J. infect. Dis.] 84, 81-87, Jan.—Feb., 1949. 
19 refs. 


Sixty-nine strains of haemolytic streptococci, including 
members of all of Lancefield’s groups from A to K, were 
tested for production of hyaluronidase. Only eight 
liberated this enzyme. It was further found: (qa) that 
Seitz filters retained a large proportion of the hyaluroni- 
dase present in positive cultures; (b) that the enzyme 
passed readily through sintered glass filters; and (c) that 
a single strain of streptococcus might produce very 
variable concentrations of hyaluronidase even under 
carefully controlled and apparently identical conditions 
of culture. 

Hyaluronidase production of 32 of these strains of 
streptococcus was compared with the ability of the 
respective organisms to spread in the chorio-allantoic 
membrane of the developing chick. No correlation was 
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found; only one of the six strains that spread in the chick 
mesoderm produced hyaluronidase, while several that 
formed the enzyme failed to spread. It is suggested that 
a physiological barrier to spreading other than hyaluronic 
acid may be present in addition to hyaluronic acid in the 
chick mesoderm. G. Payling Wright 


2320. Studies on Streptococci. III. New Antibiotic 
Substances Produced by Beta Hemolytic Streptococci 

N. P. SHeRwoop, B. E. Russett, A. R. Jay, and K. 
Bowman. Journal of Infectious Diseases [J. infect. Dis.] 
84, 88-91, Jan.—Feb., 1949. 1 fig., 5 refs. 


Certain strains of f-haemolytic streptococci when 
grown on agar-containing media produce some agent 
inhibitory for other strains of the same group of organ- 
isms. This antibiotic agent is not hydrogen peroxide, is 
probably not a trypsin inhibitor, and differs from the 
former antibiotics, diplococcin and nisin, derived from 
streptococci. G. Payling Wright 


2321. Studies on Infection with Bacillus anthracis. 
VIII. The Production of an Immunizing Antigen in vitro 
R. J. HECKLy and E. Gotpwasser. Journal of Infectious 
Diseases [J. infect. Dis.| 84, 92-97, Jan.—Feb., 1949. 
3 figs., 9 refs. 


Gladstone’s finding that there are two essential serum 
components in his medium for the preparation of an 
effective protective antigen against B. anthracis infection 
has been confirmed. The first of these components is a 
dialysable fraction, which is readily destroyed at slightly 
alkaline reactions. The second is a protein present in 
Cohn’s serum fraction V, and seems to be an albumin or 
some stable component with similar electrophoretic 
pivperties. This latter is resistant to heat, suffering 
little or no damage from exposure to 100° C. for one 
hour. During the period in which the specific protective 
antigen is being formed, the anthrax bacilli assume a 
characteristic form. Photomicrographs are reproduced 
showing this organism in two phases, that during broth 
culture and that during antigen production. In this 
latter phase, the bacilli are shorter, broader, and squarer, 
and stain more irregularly. Although apparently in a 
degenerative state, they grow readily on subculture. 

J. Payling Wright 


2322. Thermolability of the Bacterium-phage Complex 
A. P. KREUGER and J. FonG. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 70, 213-214, Feb., 1949. 9 refs. 


When the K race of Staphylococcus aureus phage 
and a suspension of the particular strain susceptible 
to its action were heated separately at a temperature 
of 47-°5°C. for 40 minutes, neither the number of 
plaques per ml. of the phage nor the viable count of 
staphylococci per ml. was appreciably altered. When 
mixtures of the staphylococcus-phage complex, after one 
hour’s contact at 4° C. and then 40 minutes’ exposure to 
a temperature of 47-5° C., were similarly examined the 
number of viable non-infected bacterial cells remained 


fairly constant, but 80% of the phage adsorbed on to the 
staphylococci was destroyed as judged by the reduction 
in the final number of phage units per ml. 

H. J. Bensted 


2323. The Relationship between pH Tolerance, Virulence, 
and Proteolytic Enzymes in Bacteria. II. Shigella 

J. M. Letse. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med. 21, 313-320, March, 1949. 4 refs, 


In a previous paper (Yale J. Biol. Med., 1948, 21, 
145. 233) the author showed that virulent strains of 
Bacillus anthracis would grow in broth of higher pH 
values than would comparable numbers of an avirulent 
variant. The pH tolerance of the virulent B. anthracis 
was correlated with a production of alkaline-effective 
proteolytic enzymes greater than that of the avirulent 
strain. The pH tolerance of the latter was increased by 
adding trypsin to broth. It was also found that heating 
serum to destroy the serum-protease-inhibitor made the 
serum a better medium for bacterial growth. It was 
suggested that pH tolerance is related to the production of 
a trypsin-like enzyme, which is probably a determining 
factor in the virulence of B. anthracis. By using a some- 
what similar technique (which is described in detail) with 
numerous strains of Shigella, virulent and avirulent 
Shig. dysenteriae, and Shig. paradysenteriae, the evidence 
produced was identical in many respects with the results 
obtained with B. anthracis as stated above. The ability 
of the Shigella organisms to grow in alkaline broth is 
apparently due to the production of a proteolytic enzyme 
which is active at alkaline pH values (= 8-65); the 
virulent strains were more tolerant of alkaline broth than 
were the avirulent ones; and pH tolerance is held to be 
associated with the greater production (and release into 
the medium) by the virulent bacteria of alkaline-effective 
proteolytic enzymes. It is suggested that, very probably, 
the same relationship between pH tolerance, virulence, 
and the production of alkaline-effective enzymes exists 
among other, if not all, species of virulent bacteria. 
The neutralization of the proteolytic enzymes, which is 
believed to be a cause of the pathogenic property of 
virulent bacteria, offers a point of attack in preventing 
their in vivo growth. LH. P. Fox 


2324. An in vitro Test of the Toxin-producing Capacity 
of Corynebacterium diphtheriae 

©. OucHTERLONY. Lancet [Lancet] 1, 346-348, Feb. 26, 
1949. 2 figs., 10 refs. 


After the description in 1943 (Petrie and Steabben, 
Brit. med. J., 1, 377). of toxin-antitoxin flocculation 
reactions in agar culture plates, Elek (ibid., 1948, 1, 
493) applied the principle of this method to toxigenic 
diphtheria strains [with which the former authors had 
experienced certain difficulties]. In this paper the 


Swedish author describes 2 alternative techniques based 
on the principle that if an antigen and its precipitating 
or flocculating antibody diffuse towards each other ina 
gel such as agar an opaque line of precipitate appears 
in the gei at the point where optimal proportions for the 
antigen-antibody reaction prevail. 
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In method I the bottom of a series of Petri dishes was 
covered with a thin layer of nutrient or plain agar to 
After this layer had set a top 
layer of 30 to 50% serum agar, containing in addition 
different concentrations of diphtheria antitoxin, was 
added. The series of culture plates prepared in this way 
contained amounts of antitoxin decreasing from 40 to 
0-63 flocculation units per ml. of medium. The plates 
were inoculated with 4 to 6 strains to be investigated, 
and the standard strain “ Park Williams 8” was also 
inoculated on to each plate as a control. Formation of 
opaque halos round the colonies was taken as an 
indication of toxin formation. Method II involved 
the trench technique in a serum-agar plate, the trench 
being filled with serum agar containing an [unstated] 
amount of diphtheria antitoxin. The plates were 
inoculated as in method I. In both techniques the 
plates were incubated for 3 days at 37° C. and read, and 
plates prepared by method I were kept for an additional 
2 weeks at room temperature, when a final reading was 
taken. 

The advantage of inoculating on to the same plate a 
standard toxin-forming strain as well as a number of 
strains to be investigated lies in the fact that phenomena 
of interference become evident when the same antigens 
are formed in equal concentrations by 2 different strains, 
that the precipitates become asymmetrical when the 
concentrations of toxin formed by 2 strains differ, and 
that no interference with the formation of lines of 
flocculation occurs when one of the 2 strains forms no 
toxin. A number of lines of precipitation usually form 
at varying distances from the area of inoculation of 
toxigenic diphtheria strains, and the author believes that 
in this way he has detected at least 4 different antibodies 
in commercial diphtheria immune sera, besides the 
antitoxin. 

A total of 2,039 diphtheria strains was tested by these 
2 methods and the results were compared with those of 
virulence tests in guinea-pigs. About 50% of the 
Strains were toxigenic. [The proportion of non- 
toxigenic strains is unusually high in the abstracter’s 
experience.] The results of in vitro and in vivo methods 
do not completely correspond. By in vitro tests 45 
(4:1%) positive strains were missed while the percentage 
of discrepancies with the in vivo test was 3-8%. The 
author recommends method II as a comparatively rapid 
and convenient method for routine toxicity tests with 
C. diphtheriae strains. K. S. Zinnemann 


2325. Note on the Recognition of Toxigenic Strains of 

C. diphtheriae in vitro 

H. S. Carter and W. WiLson. Glasgow Medical 

“oem [Glasg. med. J.] 30, 43-48, Feb., 1949. 1 fig., 
refs. 


_ In 1948 Elek (Brit. med. J., 1, 493) described a method 
in which diph‘eria toxin, produced by growing strains of 
Corynebacterium diphtheriae on an agar medium, was 
allowed to diffuse towards diphtheria antitoxin spreading 
in the same manner. At points where optimum propor- 


tions of the resulting toxin-antitoxin mixtures existed a 
line of precipitation formed in the medium. This 


white line was absent when C. diphtheriae strains were 
non-toxigenic. The modified Pope medium used by 
Elek contained 16-6% sterile horse serum to stimulate the 
growth of C. diphtheriae. 

In this re-examination of Elek’s method the authors 
found that with horse serum the results were not abso- 
lutely reliable, and that when it occurred the reaction 
was often delayed. For these reasons they examined 
sera of a variety of mammals in concentrations from 10 to 
30% in the medium suggested by Elek. Of all sera tested 
in this way human serum in a concentration of 20% gave 
the most consistent results with a number of strains of the 
3 main C. diphtheriae types. Two hundred C. diph- 
theriae strains collected from routine swabs were then 
examined for in vitro toxigenicity in Elek’s medium with 
20% human serum, and the results of a proportion of 
these tests were compared with those of virulence tests in 
guinea-pigs. There was complete agreement. 

K. S. Zinnemann 


2326. Observations Upon the Cytology of Coryne- 
bacteria and Mycobacteria 

K. A. Bisset. Journal of General Microbiology [J. gen. 
Microbiol.] 3, 93-96, Jan., 1949. 12 figs., 9 refs. 


The already classical cytological staining methods of 
Robinow for the demonstration of bacterial nuclei and 
cell walls were applied in this study to Corynebacteria 
and Mycobacteria. As was to be expected on grounds 
of analogy the author found that single bacilli of these 
two species are mostly multicellular and that each cell 
contains its own nuclear material. Division of cells 
may occur either within the intact bacilli, leading to 
formation of a longer rod, or the bacillus may divide by 
binary fission. Not infrequently, however, a bacillus 
may break up into its constituent cells, which then appear 
as small, almost spherical bodies each of which is capable 
of growing into a rod-shaped multicellular bacillus. It 
is this process of reproduction which may have been 
regarded as a life cycle by various authors in the past. 

The barred appearance of Corynebacteria and Myco- 
bacteria corresponds to the segmentation by cell walls 
within the single bacillus, as shown by photomicrographs. 
Barred appearance in preparations stained in the usual 
way by Gram’s method or with methylene blue is regarded 
as an artefact, as are the metachromatic granules in 
C. diphtheriae. The latter are stated to be “ accumula- 
tions of metachromatic material around the nuclear 
granules’’. No branching cells were seen in either 
species, a fact which supports the view that the two 
species investigated have no relation to true Actinomyces. 

[The author’s view on the nature of metachromatic 
granules is somewhat at variance with observations made 
in some C. diphtheriae strains, such as mitis strains. In 
these the granules are situated preferably at both ends. 
No photomicrographs of cytological preparations of 
mitis strains are reproduced in this paper but, as demon- 
strated by Robinow to the abstracter some years ago, 
in this type also the bacillary body is divided into a 
number of cell units with nuclear material in each. It 
is difficult to see why, if polar granules were merely 
artificial accumulations of metachromatic material 
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around nuclei, these artefacts should: form preferably 
at the ends of the bacilli and not in every single cell along 
the entire length of the bacillus. The evidence for this 
particular contention of the author is too slender to be 
generally acceptable.] K. S. Zinnemann 


2327. The Partial Purification of Staphylocoagulase and 
the Effect of Certain Presumptive Inhibitors upon its 
Plasma-coagulating Action 

B. S. WALKER, M. A. Derow, and N. K. SCHAFFER. 
Journal of Bacteriology {J. Bact.] 56, 191-194, Aug., 1948. 
17 refs. 


Details are given of a method for the production of 
staphylocoagulase in a concentrated, dried form. The 
activity of this partially purified enzyme is inhibited by 
streptomycin, propylene glycol, and sodium azide, but 
not by penicillin, “‘ zephiran”’, bacitracin, tyrothricin, 
gramicidin, tyrocidin, hydrazine, sulphathiazole, or 
sulphadiazine. G. Payling Wright 


2328. The Bacteriological Diagnosis of Salmonella 
Infections 

U. M. Mackerras and M. J. MACKERRAS. Medical 
Journal of Australia |Med. J. Aust.) 1, 1-3, Jan. 1, 1949. 
9 refs. 


From 1,506 specimens of faeces (and other materials) 
from 784 individuals (mostly infants) 223 strains of 
Salmonella belonging to 13 species were obtained. The 
investigation was undertaken in Brisbane during 1948. 
* Difco SS” agar plates were used for primary isolation 
and for subculture from tetrathionate broth; identifica- 
tion was carried out by the usual procedures. 

Joyce Wright 


2329. Comparison of Pertussis Cultures by Mouse 
Protection and Virulence Tests 

L. P. Kenprick, E. L. Uppyke, and G. ELDERING. 
American Journal of Public Health [Amer. J. publ. Hith 
39, 179-184, Feb., 1949. 5 refs. 


The authors, employing the intracerebral route for the 
inoculation of cultures of Haemophilus pertussis, studied 
the virulence of these organisms and the ability to infect 
mice which had received immunizing injections of vaccine. 
In tests for virulence, cultures preserved by freeze-drying 
and grown on Bordet-Gengou medium with added 
peptone were suspended in 1% casamino acid. They 
were diluted with the same fluid until 10°, 105, and 107 
organisms respectively were contained in test doses of 
0-03 ml., each of which was given intracerebrally within 
24 hours of preparation to 5 mice. The end-point taken 
was the smallest dose which killed the majority of the 
animals in any one group, and tests were carried out to 
determine this. In a study of 70 smooth strains it was 
found that, while large doses of organisms (10° to 107) 
of 55 of the strains were required to kill the majority of 
the mice, only 1,000 or fewer organisms of the remaining 
15 strains were needed. All of 5 rough strains failed to 
kill in the largest test dose, and of 33 parapertussis 
strains, 31 were similarly avirulent but 2 killed mice in 


doses of 10’ organisms. Of 4 cultures of Brucella 
bronchiseptica tested all were virulent, 3 of them killing 
the mice in the smaller doses. 

In testing the efficiency of vaccines, 4 groups of 11 
mice received respectively 0-06, 0-3, 1-0, and 1-5 10° 
organisms on one occasion intraperitoneally. They 
were challenged after 10 days by the intracerebral in- 
jection of 50,000 organisms of the challenge culture 
18-323. This dose was 100 to 200 times the LD 50 of 
this strain. Vaccines made from 36 smooth strains were 
tested in this way, and there was definite evidence that 
they conferred protection, although the dosage necessary 
varied considerably. None of the vaccines made from 
the 5 rough strains protected the mice. There was no 
correlation between the virulence of the smooth strains 
and their protective value when made into vaccines. 

R. Hare 


2330. Bacterial Fibrinolysin, its Possible Therapeutic 
Application in Tuberculous Meningitis 

I. A. B. Carnie. Journal of Clinical Pathology {[J. clin. 
Path.| 2, 73-76, Feb., 1949. 9 refs. 


An agent capable of dissolving the fibrinous exudate 
deposited at the base of the brain in tuberculous menin- 
gitis would prove an effective adjuvant to streptomycin 
in the treatment of this disease. For this purpose the 
potent fibrinolysin produced by a strain of Streptococcus 
pyogenes (H64) was used. Fibrinolysin was adsorbed 
from a broth culture of the streptococcus on to aluminium 
hydroxide, from which it was eluted with a phosphate 
buffer solution. The preparation was remarkably stable 
but there was considerable variation in potency among 
different batches, and for this reason potency was assayed 
before clinical trial. Preliminary observations confirmed 
the ability of fibrinolysin to lyse fibrin clots in human 
plasma, and exudate taken from the brain of patients 
dying of tuberculous meningitis. Lysis of the exudate 
occurred in from 2 to 7 days. Normal brain and 
meninges were unaffected. The results of exposure to 
fibrinolysin of the “ spider-web”’ clots found in the 
cerebrospinal fluid of patients with tuberculous menin- 
gitis were variable and on the whole disappointing, lysis 
occurring infrequently. 

Injection of fibrinolysin into the theca of normal 
individuals resulted in a pleocytosis—500 to 800 poly- 
morphonuclears per c.mm.—and a slight increase in 
protein. This was found to be due to the irritant effect 
of fibrinolysin and not to the phosphate vehicle. The 
cell content of theca fluid from cases of tuberculous 
meningitis treated with fibrinolysin alone was also 
increased. For combined therapy, the amount of fibrino- 
lysin to be injected with streptomycin depended on the 
result of the potency assay. The author used a dose of 
100 times the amount capable of lysing the standard 
clot in the assay. Thus if a preparation lysed the clot in 
a dilution of 1 in 200, 0-5 ml. was given with the dose of 
streptomycin. Streptomycin sulphate was used because 
it did not form a deposit when mixed with fibrinolysin. 
Some patients were given fibrinolysin with each injection 
of streptomycin; others received it daily for the first 
fortnight of treatment only. The author considers that 
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it is yet too early to assess the value of this form of 
treatment, but the results so far have been sufficiently 
encouraging to warrant further trial. The possible 
therapeutic application of fibrinolysin in conditions 
other than tuberculous meningitis, such as plastic peri- 
tonitis and pneumococcal empyema, is also being 
investigated. 

[The original paper should be consulted for details 
of the preparation and assay of fibrinolysin. For a 
preliminary report on the results of the clinical trial see 
Lancet, 1949, 1, 414.] G. B. Forbes 


2331. Acquired Resistance of M. tuberculosis to Strepto- 
mycin in vitro and its Behavior in Experimental Infections 
E. W. EmmMart, W. T. McCLosky, M. I. Smit, and J. E. 
LIEBERMAN. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 59, 438-448, April, 1949. 6 figs., 11 refs. 


2332. Methods of Concentrating Acid-fast Bacilli 

H. J. CorPER and C. R. NELSON. American Journal of 
Clinical Pathology [Amer. J. clin. Path.| 19, 269-273, 
March, 1949. 20 refs. 


2333. Penicillin Uptake by Bacterial Cells 
E. A. MAass and M. J. JoHNSON. Journal of Bacterio- 
logy [J. Bact.| 57, 415-422, April, 1949. 2 figs., 7 refs. 


2334. Rare Findings of Bacteria of the Typhoid—Para- 
typhoid—Enteritis Group. (Seltene Befunde von Bak- 
terien der Typhus-paratyphus-enteritisgruppe) 

W. ZIMMERMANN. Zentralblatt fiir Bakteriologie, Para- 


‘sitenkunde und Infektionskrankheiten (Abteilung 1, 


Originale) (Zbl. Bakt. (1. Abt. Orig.) 153, 178-185, 
April 5, 1949. 1 ref. 


2335. Some Considerations of the Biological Importance 
of Intestinal Micro-organisms 

K. R. JOHANSSON and W. B. SarRLes. Bacteriological 
Reviews [Bact. Rev.] 13, 25-45, March, 1949. Biblio- 
graphy. 


2336. Immobilization of Treponema pallidum in vitro by 
Antibody Produced in Syphilitic Infection 

R. A. NELSON and M. M. Mayer. Journal of Experi- 
mental Medicine [J. exp. Med.] 89, 369-393, April, 1949. 
Bibliography. 


2337. Additive Effects of Certain Transforming Agents 
from Some Variants of Pneumococcus 

H. E. Taytor. Journal of Experimental Medicine [J. 
exp. Med.] 89, 399-424, April, 1949. 5 figs., 9 refs. 


2338. A Type-specific Protein from Pneumococcus 
R. AUsTRIAN and C. M. MACLgop. Journal of Experi- 


mental Medicine [J. exp. Med.] 89, 439-450, April, 1949. 
16 refs. 


2339. Acquisition of M Protein by Pneumococci through 
Transformation Reactions 
R. AustRIAN and C. M. MacLeop. Journal of Experi- 
mental Medicine [J. exp. Med.| 89, 451-460, April, 
1949. 2 figs., 11 refs. 
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2340. Specific Serum Agglutination of Erythrocytes 
Sensitized with Extracts of Tubercle Bacilli 

G. MIDDLEBROOK and R. J. Dusos. Journal of. Experi- 
mental Medicine [J. exp. Med.] 88, 521-528, Nov., 1948. 
10 refs. 


Sheep erythrocytes brought into contact with aqueous 
extracts of tubercle bacilli were found to be agglutinated 
by the sera of tuberculous patients and experimentally 
infected tuberculous rabbits. This paper describes in 
detail the preparation of the various reagents used, and 
the technique for the performance of the test. Evidence 
is given of the specificity of the reaction. By the use of a 
parallel inhibition reaction, it was possible to investigate 
the chemical nature of the material adsorbed on the 
erythrocytes which is responsible for their agglutination 
by specific sera. The active substance was in the poly- 
saccharide fraction, and the technique developed allowed 
its detection in amounts as small as 0-16 jug. in 0-4 ml. of 
solution. G. Payling Wright 


2341. Measurement and Preservation of Antibodies in 
Human Sera 

M. HEIDELBERGER and M. M. Dirapi. Journal of 
Immunology [J. Immunol.) 61, 153-159, Feb., 1949. 
19 refs. 


Volunteers were injected with the specific poly-. 
saccharides of pneumococcus types I, II, V, VII. Pre- 
and post-immunization sera were analysed for anti-C 
and antibodies to the type-specific polysaccharides (a) 
when fresh; (5) after storage’ in liquid form; (c) after 
storage for one year frozen at low temperatures; and 
(d) after lyophilization and storage for 1-5 years. Of the 
various methods of storage, lyophilization seemed the 
least compatible with accurate microanalytical work. 
Irregularities due to the presence of active complement 
were again observed, as was also loss of antibody when 
complement was removed by heat instead of by egg 
albumin anti-egg-albumin.—[Authors’ summary.] 


2342. Immunological Evidence on the Role of the 
Lymphocyte in Antibody Formation 

K. HaBeL, K. M. Enpicortt, J. F. BELL, and F. SPEAR. 
Journal of Immunology [J. Immunol.} 61, 131-141, Feb., 
1949. 9 refs. 


The view that lymphocytes produce antibody is based 
on three different types of observation: (1) that antibody 


_ appears in local lymph before it appears in serum; 


(2) that antibody titres in lymph and lymphocytes from 
the lymph node draining the area into which antigen has 
been injected are higher than those in corresponding 
structures from the opposite side of the animal; and (3) 
that antibody titres in lymphocytes are higher than those 
in lymph or serum, and that the antibody titres of lymph- 
node extracts are high. To test some of these statements 
the authors, using rabbits, injected formalin-killed 
Salmonella typhi-murium in one foot and formalin-killed 
Pasteurella tularensis in the other, and collected lymph 
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from the efferent lymphatics of the popliteal lymph 
nodes. Lymphocytes were centrifuged from the lymph 
and tested for antibody, and lymphocyte counts carried 
out. Increase in the number of lymphocytes in the 
lymph from the node draining the injected area began on 
the first day and continued for at least 13 days. Anti- 
body appeared in serum, lymphocytes, lymph, and lymph 
nodes simultaneously on the third day after injection of 
antigen, and increased in titre to the fifth or sixth day, 
after which the titre levelled off. Since, however, anti- 
body was always found in the lymph, lymphocytes, and 
’ lymph-node extracts from nodes draining inoculated feet, 
the authors consider that the antibody in them may be 
derived from the serum, and support this by showing that 
lymph from rabbits into which hyperimmune rabbit anti- 
Salm. typhi-murium serum had been injected intravenously 
contains Salm. typhi-murium agglutinins. 

The claim that lymphocytes contain antibody in higher 
concentration than that in the lymph (advanced by 
Harris, Grimm, Mertens, and Ehrich in 1945) is also 
challenged on the ground that well-washed lymphocytes 
have an antibody titre no higher than the lymph from 
which they have been separated, and that therefore the 
results of Harris et al. may be due to the fact that traces 
of lymph were adhering to the unwashed lymphocytes. 
Histologically both antigens produced local sterile 
abscess, lymphangitis, and regional lymphadenitis; 
the contralateral lymph nodes and the mesenteric 
lymph nodes underwent similar but less pronounced 
changes. In 24 hours almost all lymphocytes had 
_ disappeared from the affected nodes: the relics of 
follicles consisted of clumps of phagocytes laden with 
nuclear debris. Afferent lymphatics, perinodal connec- 
tive tissue, and cortical and medullary sinuses contained 
numerous granular leucocytes, protein precipitate, and 
fibrin threads; focal necrosis and haemorrhage occurred 
in both cortex and medulla. By the 3rd day the changes 
were beginning to regress and follicular regeneration 
had begun; by the 6th day large follicles with lympho- 
blasts showing numerous mitoses were present; in 9 days 
collars of small lymphocytes appeared round the follicles; 
medullary cell cords were filled with lymphocytes and 
plasma cells. By the 13th day the appearance of the 
glands was almost normal. At no time were reticulo- 
endothelial cells or monocytes numerous. 

[This paper makes little use of the information con- 
tained in its tables. The fact that capillaries are to some 
extent permeable to protein is well known, and has been 
repeatedly emphasized by Drinker and his school; there 
is little difficulty in overcoming the problems raised by 
its occurrence. Thus, in Table V the ratio between the 
typhi-murium and tularense antibody titres in the serum 
of rabbit 7B33 is given as 3; the same ratio for the 
lymph from the left leg (injected with Salm. typhi-murium) 
is 8—not perhaps significantly different from 3; but the 
ratio for the lymph from the leg injected with Past. 
tularensis is 0-33, strongly suggesting that the lymph 
originates from some source where Past. tularensis 
agglutinin is being manufactured. Similar remarks 
apply to rabbit 7B39. The comments on the histology 
and on the effect of washing lymphocytes are of greater 
interest, though washing may easily extract antibody from 


lymphocytes. Study of the ratio of antibody in lympho- 
cytes to that in the lymph from which they are derived 
might give more information.] C. L. Oakley 


2343. Influenzal Antibodies in Lymphocytes of Rabbits 
following the Local Injection of Virus 

S. Harris and T. N. Harris. Journal of Immunology 
[J. Immunol.] 61, 193-207, Feb., 1949. 3 figs., 17 refs. 


Injection of inactivated influenza virus into the hind 
feet of rabbiis is followed by the appearance of specific 
antibody in the lymph node draining the foot and in its 
efferent lymphatics. This antibody appears in the 
lymph node and lymph before it appears in the serum, 
and the concentration of antibody in the lymph is higher 
than that in the serum till“about the fourth day after 
injection. These changes are associated with marked 
changes in the lymph node, which consist of diffuse 
lymphocytic hyperplasia soon becoming organized into 
follicular systems. Separated lymphocytes show higher 
antibody titres than the lymph from which they have 
been obtained. If inactivated influenza A _ virus is 
injected into one hind foot and similarly inactivated 
influenza virus B into the other, the antibody response in 
the lymph and lymph node draining the area in which the 
injection has been made is sharply specific. The 
authors conclude that lymph nodes manufacture anti- 
bodies to viruses. [See Abstract 2342.] 

C. L. Oakley 


2344. Complement and its Components in Human 
Cerebrospinal Fluid 

M. HEIDELBERGER and R. H. MuLLeER. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 282-285, 
March, 1949. 7 refs. 


2345. Complement and Its Component Fractions in 
Cerebrospinal Fluid in Inflammatory Cerebrospinal 
Diseases 

S. Spicer, E. APPELBAUM, and D. D. Rutstein. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 389-393, 
March, 1949. 16 refs. 


2346. On the Question of Anergy in Measles. Grounds 
for Assuming the Existence of a Non-specific Vegetative 
Substance Regulating Inflammation. (Zur Anergiefrage 
bei Masern. Zugleich Begriindung fiir die Annahme 
eines unspezifischen, die Entziindung regulierenden 
vegetativen Wirkstoffes) 

O. THALHAMMER. Osterreichische Zeitschrift fiir Kinder- 
heilkunde und Kinderfiirsorge (Ost. Z. Kinderheilk.) 2, 
337-356, 1949. 41 refs. 


2347. Studies in the Relation of the Hemolytic Strepto- 
coccus to Rheumatic Fever. VI. Comparison of Strepto- 
coccal Antihyaluronidase with Antibodies to Other 
Streptococcal Antigens in the Serum of Patients with 
Rheumatic Fever and Acute Streptococcal Infection: 
Mucin Clot Prevention Test 

T. N. Harris, S. HARRIS, and R. L. NAGLE. Pediatrics 
[Pediatrics] 3, 482-503, April, 1949. 3 figs., 34 refs. 
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2348. Methyl Testosterone in the Treatment of Premature 
Infants 

J. Harpy and L. WiLkins. Journal of Pediatrics {[J. 
Pediat.| 34, 439-442, April, 1949. 2 figs., 3 refs. 


This short paper records a carefully controlled investi- 
gation to determine whether testosterone is of practical 
value in decreasing mortality rate and promoting growth 
in premature infants. During a period of 7 months 
in 1947, alternate premature infants were given 2:5 mg. of 
methyl testosterone in an emulsion by mouth twice 
daily. In all except 2 cases treatment was begun on the 
7th to 10th day of life and was continued for 4 weeks. 
In all other respects the two groups received identical 
nursing care and feeding. This treatment was given to a 
total of 26 infants, whose birth weight varied from 900 
to 1,900 g. In addition 6 infants weighing between 850 
and 1,370 g. each received 4 mg. testosterone propionate 
in oil intramuscularly on the Ist day of life and every 3rd 
day thereafter, but all died and are not included in the 
study. The results, which are shown in tabular and 
graphic form, demonstrate that there were no significant 
differences between the weight curves of treated and 
untreated infants. The average daily gain in weight of 
those who received testosterone was 17 g., compared with 
18-2 g. in the control group. The treatment did not 
produce any untoward results. Jas. M. Smellie 


2349. Electrolyte Balance Studies on Premature Infants 
on a Diet of Evaporated Milk 

W. S. HorrMan, A. H. PARMELEE, and A. GROSSMAN. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 77, 49-60, Jan., 1949. 19 refs. 


It has been recognized that the newborn infant may 
undergo minor disturbances of acid-base equilibrium, and 
in a recent report Darrow and his co-workers demon- 
strated that acidosis develops in premature infants fed 
on an unmodified protein milk powder. This paper 
records part of an investigation on water and electrolyte 
metabolism in premature and full-term infants. These 
preliminary studies were made on 15 premature infants 
varying in age from 6 to 38 days and fed on a diet of 
diluted evaporated milk. 

Significantly, the balances of chloride, sodium, potas- 
sium, phosphate, and calcium were positive in the 12 
infants whose caloric intake was adequate. Chloride was 
retained in excess of sodium with a resultant increase in 
the serum chloride level and a fall in the bicarbonate level. 
Despite the slight acidosis, no apparent disturbance 
occurred in these infants, whose growth and general 
health remained satisfactory. The increased serum 
chloride concentration was not a temporary disturbance, 
for repeated analysis showed that, although there was a 
tendency for the serum chloride level to fall, the average 
level at 4 months was still higher than that in adults. 


The average serum potassium concentration was also 
slightly raised. This was probably related to storage of 
potassium in excess of the quantity required for forma- 
tion of new tissue, and possibly to the limited renal 
excretory function in these immature infants. Analysis 
of urine indicated a limited ability of the infant to con- 
serve base through increased production of ammonia. 
[This preliminary report is of value in view of the 
increasing practice of high-protein feeding for premature 
infants, since it indicates the possible dangers of such a 
diet if the mineral content has not been carefully con- 
sidered.] P. Poyner-Wall 


2350. Comparative Efficacy of Vitamin D Preparations in 
Prophylactic Treatment of Premature Infants 

K. GLaser, A. H. PARMELEE, and W. S. HOFFMAN. 
American Journal of Diseases of Children [Amer. J. 
Dis. Child.| 77, 1-14, Jan., 1949. 1 fig., 10 refs. 


This investigation was undertaken in order to study the 
relative efficacy of certain preparations as sources of 
vitamin D for the prevention of rickets and the pro- 
motion of growth in premature infants, and to determine 
the minimal requirements of these infants. Four 
preparations were used: (1) vitamin D, made by 
electron bombardment of ergosterol; (2) vitamin D, 
made by ultraviolet irradiation of ergosterol; (3) 
crystalline vitamin D,; (4) vitamin D, made by irradia- 
tion of 7-dehydrocholesterol. These were administered 
in daily doses of 100, 200, 400, or 800 units, and 166 
premature infants were studied for a full period of 
8 months. 

Gain in weight and length was uniformly good in all 
infants regardless of dose or type of vitamin D adminis- 
tered, and the serum calcium and phosphorus concentra- 
tions were almost always at the upper limits of normal, 
even in the presence of radiological evidence of rickets. 
No case of clinical rickets occurred in any of the groups. 
There was radiographic evidence or suspicion of rickets 
in 9 infants, in 6 of whom serum phosphatase concentra- 
tions were raised. Twenty-three other infants had 
serum phosphatase concentrations greater than 15 
Bodansky units per 100 ml. Twelve of these had levels 
above 20 units per 100 ml., 10 being in the groups 
receiving 100 or 200 units vitamin D daily. From these 
findings it is suggested that possibly 20 units per 100 ml. 
represents the upper limit of normal in the premature 
infant. 

{It has been the common practice in most clinics to 
administer large daily prophylactic doses of vitamin D to 
premature infants, and certain workers have indicated 
that even with these large doses rickets may develop. 
It is therefore particularly interesting to note that only 
100 units daily of vitamin D was sufficient to prevent 
clinical rickets, and in most cases radiological evidence 
of rickets as well. Certainly 100 units daily would 
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leave a very small margin of safety if illness or neglect 
should occur, and 400 to 800 units daily would appear 
to be a more satisfactory prophylactic dose.] 

P. Poyner-Wall 


2351. Mortality from Pink Disease in 1923-47 
W. P. D. LoGan. Lancet [Lancet] 1, 608-609, April 9, 
1949. 2 figs., 2 refs. 


The author reviewed the figures for mortality of 
pink disease in England and Wales during the past 25 
years. From 1923 the recorded deaths and the death 
rate progressively increased, with wider recognition of 
the disease, up to 1936, when there were 88 deaths (31-4 
per million). The death rate fluctuated from 1937 to 
1939, fell greatly in 1940 (49 deaths; 17 per million), 
and remained practically constant at this lower level until 
1946. In 1947 the number of deaths (103) was the highest 
yet recorded, and the death rate (29-2 per million) was 
almost as high as in 1936. 

Random variations in the predominating sex occurred 
from year to year. Aggregates for the 25 years showed 
that there was no significant difference in mortality 
between the two sexes: 49-2% of deaths in males and 
50-8% in females. Of all the deaths about 61% were in 
children under 1 year, 38% in those aged from 1 to 4 
years, and less than 1% in those 5 years of age or over, 
with none over the age of 9 years. For the years 1940-46 
about two-thirds of the deaths were in children aged 
under 1 year, of whom 85% were from 6 to 12 months 
old; of the other third practically all were in children 
between the ages of 1 and 2 years. 

When the deaths were added up for the years 1940-46 
in each of the main regions of England and Wales, highly 
significant differences between the rates were revealed in 
the twelve regions, the rate being highest in North I 
(201-4 per million) and lowest in the South-west region 
(24-1). The large increase in deaths during 1947 was 
shared proportionately among the regions. 

J. M. Alexander 


2352. Liver Damage in Gastro-enteritis 

B. SCHLESINGER, W. W. Payne, and E. D. BURNARD. 
Archives of Disease in Childhood {Arch. Dis. Childh.] 24, 
15-24, March, 1949. 6 figs., 23 refs. 


The problem of gastro-enteritis in infancy is still 
unsolved, as regards both aetiology and the actual patho- 
logical changes in fatal cases. It is known that in some 
infants death ensues when recovery appears to be immin- 
ent, and it has been suggested that liver damage may then 
account for the fatal termination. 

The authors make comments on 5 infants, the youngest 
1 month and the oldest 8 months old, in all of whom 
jaundice accompanied gastro-enteritis. Four of the 
infants recovered, and the fifth died at a late stage from 
sepsis. Treatment was based on the assumption that the 
gastro-enteritis brought about severe malnutrition, 
which in turn led to hepatic failure. Amino-acids in 
the form of “ casydrol’’ were given freely, and are 
believed to have influenced the good clinical results. 

J. W. McNee 


2353. Amino Acid Tolerance Tests in Children 

H. ANFANGER and R. M. HEAVENRICH. American 
Journal of Diseases of Children [Amer. J. Dis. Child. 
77, 425-436, April, 1949. 4 figs., 12 refs. 


Cystic fibrosis of the pancreas in a child passing foul 
fatty stools may be differentiated from coeliac disease, 
but not with certainty, if it can be shown that trypsin is 
absent from the duodenal secretions. To be sure that 
duodenal juice is present requires study of the lipase 
content of the aspirated fluid. The difficulty associated 
with these procedures, and the element of uncertainty, 
have led to a search for simpler diagnostic tests. 

The authors, working at Mount Sinai Hospital, New 
York, investigated the amino-nitrogen levels in blood 


~ after ingestion of gelatin, casein hydrolysate, aminoacetic 


acid [glycine], and gelatin and glycine together. Of 24 
patients studied, 5 had pancreatic fibrosis, 1 pancreatic 
achylia, and 6 the coeliac syndrome; the others were 
control patients convalescing from various conditions. 
After administration of 1-25 or 1-75 g. gelatin per kg. 
body weight in convenient volume and form, the amino- 
nitrogen curves in controls rose to a maximum 2 to 3 
hours after ingestion of gelatin, returning to normal 5 to 6 
hours later. In cases of pancreatic fibrosis there was no 
such change, the amino-nitrogen level remaining at about 
the fasting level throughout. This experiment suggested 
a failure to split gelatin in the gut in cases of cystic 
fibrosis of the pancreas. 

Curves for absorption of casein hydrolysate and 
glycine were similar in all cases, indicating no failure of 
amino-acid absorption. (Casein was found to be an 
unsuitable test substance because it had an unpleasant 
taste and caused some vomiting.) A curve of absorption 
of gelatin and glycine together should show a rapid rise 
in amino-nitrogen due to absorption of glycine, with a 
second rise after successful digestion of gelatin in the 
healthy individual; only the first rise should occur if the 
patient secretes no trypsin. This was shown to happen, 
but the statistical difference between curves for healthy 
and affected children was not sufficient to differentiate 
the conditions. The authors suggest that the above 
tests are simpler and more reliable than that requiring 
the demonstration of the absence of trypsin in duodenal 
juice. 

Krauel’s modification of the Folin and Wu colorimetric 
method of estimating blood amino-nitrogen was used. 
This gives a figure of 5 to 8 mg. per 100 ml. blood. In 
individuals with normal absorption this figure rose to 9 to 
12 mg. at 2 to 3 hours. A. T. Macqueen 


2354. Long-term Cardiac Observation of Children 
R. K. Price. British Medical Journal [Brit. med. J.) 
1, 515-519, March 26, 1949. 5 refs. 


This paper describes the organization and working of a 
children’s cardiac clinic, and should be read in detail by 
all who are engaged in this type of work. The clinic 
should be not only for diagnosis, but also for long-term 
observation directed towards the essential aim of as full 
and happy a life as possible for each child. Innocent 


and benign conditions may be detected early and cardiac 
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neurosis prevented. The author makes the point that 
the highly specialized methods of investigation are not 
always necessary. The establishment of these clinics 
throughout Britain under the control of an interested 
cardiologist would increase our knowledge of the natural 
history of many cardiac conditions. James W. Brown 


2355. Icterus Gravis and Hydrops Foetalis. Histo- 
pathological Data. (Ictére grave familial et coedéme 
foeetoplacentaire. Quelques données histopathologiques) 
G. DupeRROY. Revue Belge de Pathologie et de Méde- 
cine Expérimentale [Rev. belge Path.] 19, 81-100, Dec., 
1948. 5 figs., 11 refs. 


Morbid anatomical studies were made in 20 cases of 
erythroblastosis foetalis. Haematopoietic foci, mainly 
distributed near the portal spaces, persist in the liver both 
in cases of icterus and in those of hydrops. Very little 
or no iron was found in the Kupffer cells. In the spleen, 
haematopoietic foci, which are myeloid or erythroid, 
are arranged round the Malpighian bodies. In the 
kidneys, lungs, adrenals, pancreas, thymus, ileum, and 
placenta no evidence of haematopoiesis was found, but 
congestion and haemorrhages were common. The 
haemorrhages destroy the architecture of the organs and 
are considered to be the cause of jaundice, because liver 
cells lose their connexion with the bile ducts and then 
retain bile pigments. E. Neumark 


2356. Nephrosisin Children. I. Observations on Eighty- 
four Patients. II. Clearance and Saturation Tests 

E. GALAN. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 77, 328-350, March, 1949. 7 figs., 
17 refs. 


Comprehensive clinical and laboratory data referring 
to 84 children with nephrosis seen in the course of 10 
years are assembled in this paper. Signs of nephrosis 
were also present in 3 out of 4 children, and bacterial or 
virus infection in an equal proportion. Pneumococci out- 
numbered all the other pathogenic micro-organisms by 
two to one. Before the era of sulphonamides and anti- 
biotics the mortality rate among the children was about 
25%; it fell to 13% afterwards. 

The author advances the opinion that increased tubular 
re-absorption is one of the factors involved in the genesis 
of renal oedema. Glucose is not regarded as a suitable 
substance for testing this re-absorption on account of 
its high diffusibility and its rapid metabolism; chlorides, 
urea, and water were simultaneously determined for that 
purpose. In acute haemorrhagic nephritis renal plasma 
flow, glomerular filtration rate, and tubular excretory 
and re-absorptive capacity were decreased as long as 
hypertension persisted. In children with “ nephro- 
nephritis ’’ similar results were obtained with the excep- 
tion of the figures for tubular re-absorption; absolute 
values for tubular re-absorption of chlorides and urea 
were lower than in normal children. This is in accord- 
ance with the simultaneous decrease in glomerular 
filtration rate, but ratios of tubular re-absorptive capacity 
for chlorides to glomerular filtration rate and of 
glomerular filtration rate to urea clearance—as well as 


the percentage of values for glomerular filtration rate in 
relation to body surface area (corrected to 1-73 square 
metres)—were higher than those found in children with 
haemorrhagic nephrilis or in normal children. In cases 
of pure nephrosis the values for glomerular filtration rate, 
effective renal plasma flow, and maximal tubular excretory 
and re-absorptive capacity were normal or increased. 
Values for tubular re-absorption of glucose and ratios 
of re-absorption of glucose and chlorides to the glomerular 
filtration rate and of the glomerular filtration rate to urea 
clearance, as well as the percentage of values 
glomerular filtration rate : 

higher than those for 
normal children and for children in the two previous 
groups. 

This explanation of an abnormally increased tubular 
re-absorption does not exclude the external influence of 
hypoproteinaemia as a factor in nephrotic oedema. It 
indicates participation of the kidney, and excludes the 
hypothesis of extrarenal origin of oliguria. Hyper- 
sthenic oliguria in nephrosis would be in sharp contrast 
with the hyposthenic polyuria of chronic glomerulo- 
nephritis. Factors influencing the permeability of tubular 
epithelium might account for the alternating oedematous 
and non-oedematous phases of nephrosis, whereas 
impairment of renal circulation in mixed types of 
nephrosis would contribute to the formation of oedema, 
as in acute haemorrhage nephritis. L. H. Worth 


See also Sections Radiology, Abstract 2248; and 
Psychiatry, Abstract 2576. 


2357. Prenatal Maternal Factors in Mongolism 
C. E. BENDA. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.] 139, 979-985, April 9, 1949. 
11 refs. 


Two previous studies, of 250 and 75 cases of mongol- 
ism, have been published, and this report deals with a 
further 50 cases tabulated according to maternal age, the 
latter ranging from 52 to 21. It is maintained that 
mongolism increases with advancing maternal age, and 
that the mongoloid child is found near the end of a line of 
siblings. Two or more mongoloids are found only in 
families of over 6 children. The theory that mongolism 
develops from fertilization of an “ over-aged”’ ovum 
cannot be excluded, though later extrinsic factors seem of 
more importance. A threshold condition of hormonal 
sterility exists, in which the maternal organism is unable 
to produce the proper endocrine environment for the 
embryo. This may be due to an approaching meno- 
pause, or to insufficient response to fertilization in 
women under 30 years, or in primiparae. In addition, 
intercurrent illness may render the mother unfit for 
pregnancy. 

Examination of the three maternal age-groups (21 to 
30, 31 to 40, 41 to 52) shows that certain recurrent 
contributory factors slow down the growth rate, making 
the mongoloid infant physiologically immature, and 
ill-finished”’. In the highest age-group pregnancy 


occurred at or near the menopause, with a long interval 
since the last pregnancy; this points to involution of 
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the ovary and uterine mucosa. Thirteen mothers in this 
group were mentally sound and of superior type, and had 
given birth to 43 living children. In the middle group 
fertilization was slow (from 5 to 12 years) and after this 
in 48% of the cases the first child was mongoloid. Con- 
tinued menstruation or threatened abortion during 
pregnancy was common, with a high incidence of 
menstrual irregularity before pregnancy, and a history of 
thyroid disorder. The latter was so common in this 
group that it is suggested that in areas in which thyroid 
disorders are prevalent there should be an increase in 
_ mongoloid births. This suggestion is supported by the 
findings of Myers (Toronto). In the youngest age-group 
there was a high percentage of thyroid disorder and slow 
fertilization time, together with cases in which bleeding 
during pregnancy or previous abortion had occurred. 
The conclusion drawn is that genetic factors are not 
responsible, but that there exists a constellation of 
factors contributing to a deceleration of developmental 
rate early in gestation. It is suggested that, in order to 
counter this effect, treatment must start as early as 
possible. C. S. Nicholson 


2358. Congenital Ectodermal Dysplasia. Aetiology: 
Herpes Infection of the Mother? (Congenitale ectodermale 
dysplasie: aetiologie: herpes-infectie van de moeder? ) 
S. VAN CREVELD and C. VAN WAALWIJK VAN Doorn. 
Maandschrift voor Kindergeneeskunde |Maandschr. Kin- 
dergeneesk.] 16, 453-459, 1949. 3 figs., 13 refs. 


A description is given of a non-familial case of an- 
hidrosis with dental defects, congenital dysplasia of the 
pilo-sebaceous apparatus, a dry smooth atrophic skin, and 
sparseness of the hair. The child suffered severely during 
hot weather. The authors discuss the symptoms, which 
may be present in this affection and the possible circum- 
stances leading to the disease. In this sporadic case the 
mother had suffered from a persistent herpes labialis 
during the first months of her pregnancy. The herpes 
virus had probably damaged the ectodermal tissues of the 
foetus. W. M. Naessens (Excerpta Medica) 


2359. The Doll Type. (Der Puppentypus) 
O. TezNeR. Annales Paediatrici [Ann. paediatr., Basel] 
172, 104-115, Feb., 1949. 1 fig., 8 refs. 


Faulty eating habits and anorexia appear frequently in 
difficult and maladjusted children. They normally 
respond to changes of the environment or to appropriate 
child guidance. However, there are children with a 
markedly reduced appetite but without a primary 
neurosis. They eat very little and forcing food upon 
them induces vomiting or complete refusal. These 
children are retarded in weight and height, but they 
generally remain healthy and show no clinical signs of 
underfeeding in spite of the low caloric intake. 

Six cases of this type are described by the author and 
presented as an entity called the doll type (“* Puppen- 
typus”’) because of the children’s appearance. The 
anorexia may develop shortly after birth or in the first 
year. It may lead to a pituitary dysfunction which in 
turn affects the rate of growth and development or vice 


versa. The food intake is apparently determined by a 
““ caloric consciousness,” that is, an awareness of the 
individual requirement. The children often show a 
preference for certain foods, usually proteins (eggs and 
meat), and this may facilitate treatment. The prognosis 
is uncertain. The appearance of these children may 
change suddenly in the third or fourth year of life and 
their appetite may become even voracious. In 2 cases 
a change to an adiposo-genital dystrophy was observed, 
Other children remain small and delicate individuals, 
especially where both parents are of a similar type. 

[This condition is worthy of further study. Timely 
recognition may prevent maltreatment with the danger 
of creating a secondary anxiety syndrome.] 

M. Dynski-Klein 


2360. Water-soluble Vitamin K in the Newborn 
R. R. Gorpon. Lancet [Lancet] 1, 692-693, April 23, 
1949. 1 fig., 12 refs. 


The oily solvent for the original vitamin-K analogues 
used for intramuscular injection has been held responsible 
for irritation and abscess formation. This investigation 
was designed to discover whether a new water-soluble 
analogue is both non-irritant and effective in reducing the 
prothrombin time. 

The substance was put up in 1 ml. ampoules each con- 
taining the equivalent of 10 mg. of menaphthone (B.P.) 
in a watery solution. The subjects were normal new- 
born infants with no evidence of a haemorrhagic 
tendency. Not a single abscess formed among 52 
infants receiving one injection of 1 ml. of solution 
into the gluteal muscles. The average prothrombin 
time of 15 infants, treated with 1 ml. of solution on 
the first day of life, was almost exactly the same on the 
fourth day as before injection, whereas that of 22 un- 
treated controls had lengthened by about 60%. In the 
treated group only 5 of the 15 infants showed any 
lengthening of the prothrombin time, and in only one of 
these (who may not have received an injection) was the 
increase more than 7 seconds. In the control group 12 of 
the 22 infants showed lengthening of the prothrombin 
time by 7 seconds or more. The water-soluble analogue 
thus appeared to be as effective as the vitamin K ana- 
logues in oily solution in preventing the usual fall in the 
prothrombin content of plasma in the first few days of 
life. J. M. Alexander 


2361. Nephrocalcinosis Infantum with Hyperchloraewic 
Acidosis 

H. J. BouTourLine-YouNG. British Medical Journal 
[Brit. med. J.] 1, 181-183, Jan. 29, 1949. 12 refs. 


A case of Lightwood’s syndrome, which consists of 
listlessness, anorexia, hypotonia, vomiting, and dehydra- 
tion, with calcification in the renal tubules, is described. 
The patient was a 54-months-old male infant who 
suffered, in addition, from a persistent hypertension and 
poor renal function. Death resulted from broncho- 
pneumonia. Details of the histological picture of the 
kidney are given. [No light is shed on the pathogenesis 
of the condition.] W. F. Gaisford 
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2362. The Treatment of Headache, with Particular 
Reference to the Use of Cafergone (Ergotamine Tartrate 
and Caffeine) for the Relief of Attacks 
F. K. HANSEL. Annals of Allergy [Ann. Allergy] 7, 
155-161, March-April, 1949. 8 refs. 


“Cafergone”’ is “recommended for treatment of 
allergic and “histaminic’’ types of headache. The 
combination of 1 mg. of ergotamine tartrate with 
100 mg. of caffeine was found to be superior in thera- 
peutic effect to ergotamine tartrate alone. 

Kate Maunsell 


2363. 
Cases 
W. E. R. Greer. New England Journal of Medicine 
[New Engl. J. Med.] 240, 5-8, Jan. 6, 1949. 19 refs. 


Arachnidism is a syndrome due to the bite of the 
black-widow spider (Latrodectus mactans), a small black 
and red spider found in 41 States of the U.S.A., normally 
timid but biting in self-defence. The female is larger 
and more venomous than the male, which it may eat. 
It is found chiefly in the country, but may live in towns. 
The syndrome can be divided into three stages: first, the 
sudden pain of the bite, with local redness and oedema, 
followed by a stage of lymphatic absorption lasting for 
10 to 15 minutes; secondly, the stage of vascular dis- 
semination, with aching and burning in the muscles all 
over the body and cramp-like abdominal pain for 20 to 
30 minutes; and thirdly, a feeling of utter weakness, 
headache, nausea, and vomiting. Diagnostic if present 
is a burning feeling of the soles of the feet. Physical 
examination reveals board-like rigidity of the abdomen 
without pain on palpation, muscle spasm, a pulse rate 
about 80, and a rise in blood pressure which may last for 
aweek. It is thought that the shock found in the second 
Stage is due to a histamine-like substance in the venom. 
Acute toxic nephritis occasionally occurs. The author 
found that immediate intravenous injection of 10 ml. of 
10% calcium gluconate, followed by further injections, 
gave immediate relief and allowed the patient to sleep. 
The bite is seldom fatal, but unnecessary operation may be 
avoided by recognition of the syndrome. 

T. E. C. Early 


Arachnidism. Effect of Calcium Gluconate in Six 


2364. Significance of Clubbing of the Fingers - 
W. P. U. Jackson. British Medical Journal [Brit. med. 
J.] 1, 216-217, Feb. 5, 1949. 9 refs. 


Most authors now consider that clubbed fingers are 
not usually associated with severe cardiac or pulmonary 
disease, although some still think that their appearance is 
always of dire omen. The author describes 8 cases of 
clubbing ‘* without ominous disease ’’, and 4 others with 
unusual features. Of the 8, 5 were associated with 
some chest abnormality; deformity of the chest wall, 


General 


emphysema in a man of 62, chronic bronchitis in a young 
man, pneumonia and pulmonary tuberculosis in youth, 
and slight cough after laryngitis. Of the other 3 cases, 
2 were familial and in the third there was no past history 
of abnormality. In all these cases, full investigation 
gave negative results. The author points out that 
chronic cough and finger clubbing are not sufficient for a 
diagnosis of bronchiectasis. Of the 4 cases with unusual 
features, one was of rheumatic heart disease with aortic 
incompetence and mitral stenosis, one a case of conges- 
tive cardiac failure with bilateral hydrothorax, one a case 
of mild infective hepatitis, in which marked clubbing 
developed after a fortnight, and one a case of a small 
(2:5 cm. diameter) primary lung carcinoma with second- 
aries in the brain. The smallness of the lesion in the last 
case is further argument against a mechanical pulmonary 
factor producing clubbing. T. E. C. Early 


2365. Notes on Experiments Illustrating Normal Tem- 
perature Regulation in Young Men 

S. WriGuT. British Medical Journal [Brit. med. J.] 1, 
610-613, April 9, 1949. 6 figs. 


With a so-called half-minute’’ thermometer the 
maximum temperature in the mouth is only attained after 
3 or 4 minutes, while in the groin and axilla from 5 to 7 
minutes are required. After a drink of hot tea the 
mouth temperature rises, returning to its previous level 
after 5 minutes when one cup is drunk and after 8 minutes 
when two cups are drunk. Similarly, the mouth 
temperature falls after a drink of cold water. A diurnal 
variation in temperature with a difference of as much as 
3° F. (1°66°C.) between the lowest and the highest 
readings is usual. A hot bath causes a transitory eleva- 
tion in pulse and respiration rates but a more prolonged 
rise of temperature. Standing naked before an open 
window and taking a cold bath both produce a small fall 
in temperature. Geoffrey McComas 


ALLERGIC DISORDERS 


2366. Immediate Urticarial Reactions to Intradermal 
Injections of Bacterial Antigens. Preliminary Report 

B. Kraft, M. H. MorHERSILL, and R. H. NESTMANN. 
Annals of Allergy {Ann. Allergy] 7, 162-164, March- 
April, 1949. 7 refs. 


The authors studied the significance of immediate 
urticarial reactions to intradermal injections of bacterial 
antigens in allergic diseases. They prepared the antigen 
by mechanical disruption of the bacteria in a ball mill 
and removal of residual live cells by ultrafiltration. The 
vaccines were thus sterilized without the application of 
heat or chemicals. The preparations used contained 
0-01 mg. nitrogen per ml. Vaccines of the following. 
organisms were tested: staphylococcus, Micrococcus, 
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catarrhalis, pneumococcus, streptococcus, Bacterium coli, 
Haemophilus influenzae, Friedlander’s bacillus. [The 
varieties of bacteria examined are not mentioned.] 
Positive reactions in more than 10% of allergic subjects 
were obtained with staphylococci, M. catarrhalis, and 
pneumococci. These 3 vaccines were therefore singled 
out and tested on 200 allergic and on 100 non-allergic 
subjects. Staphylococcus gave 31% of positive reactions 
in the allergic group and 8% in the non-allergic group: 
M. catarrhalis gave 24% in the allergic group and 6% in 
the controls. In the case of the pneumococcus, the 
difference between the groups was not significant. [The 
exact diagnosis is not mentioned. The authors do not 
state whether complicating infections which may have 
caused sensitization were present in the positive cases.] 
Kate Maunsell 


2367. An Experimental Study of the Effect of Alcohol and 
Alcoholic Beverages on Allergic Reactions 

S.C. Dees. Annals of Allergy (Ann. Allergy] 7, 185-194 
and 300, March-April, 1949. 8 figs., 12 refs. 


The ingestion of either grain alcohol or whisky 
increased the size of the wheal in skin tests for allergy 
regardless of the subject’s clinical sensitivity to alcohol and 
of the type of allergen injected. The enhancement of 
the reaction seemed to be non-specific. Alcohol also 
increased the reaction occurring after intradermal 
injection of histamine. When serum of alcohol-sensitive 
patients was transferred locally into the skin of a normal 
recipient, and the recipient was subsequently given 
alcoholic drinks, no allergic reaction occurred at the 
transfer sites. Kate Maunsell 


2368. The Testing and Desensitization of Allergic 
Children. [In English] 

O. BRANDBERG and O. WILANDER. Acta Allergologica 
[Acta Allergolog., Kbh.] 2, 51-56, 1949. 


When indicated, specific desensitization in children, 
from the age of 3 years, suffering from allergic conditions 
(chiefly asthma) gives better results than non-specific 
treatment. A. W. Frankland 


2369. Allergic Phenomena Developing during Prolonged 
Antibiotic Treatment. (A propos des phénoménes 
allergiques survenus au cours du traitement antibiotique 
de longue durée) 

L. Mosonyt and E. Ostatr. Schweizerische Medizi- 
nische Wochenschrift [(Schweiz. med. Wschr.] 79, 104-106, 
Feb. 5, 1949. 25 refs. 


The eosinophil cells in blood were repeatedly counted 
in 13 cases treated with penicillin. In 12 cases there was a 
definite increase in eosinophil count, which always 
exceeded 6% and had a maximum of 22%, usually between 
the eighth and twelfth day of treatment with medium 
doses of 2-5 million units of penicillin. Subsequently a 
decrease to 3 to 4% was observed, in spite of further 
treatment. In several individual cases phenomena of 
hypersensitivity were observed, including pruritus, 
dyspnoea, and bronchial spasm. These effects were 
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accompanied by decrease in the number of leucocytes 
to 5,000 per c.mm. in 3 cases and by slight elevation 
of the serum cholesterol level in 5 of 11 cases. The 
Prausnitz-Kiistner reaction was positive in 2 cases, 
The von Pirquet tuberculin reaction remained negative 
during treatment in 2 previously negative cases; in 9 
positive cases the strength of reaction decreased; the 
axon reflex to histamine remained normal. 
O. Gsell (Excerpta Medica) 


2370. Heparin Hypersensitivity. [In English] 
I. C. HoyensGArp and M. ScHwartz. Acta Allergo- 
logica [Acta Allergolog., Kbh.] 2, 7-13, 1949. 11 refs. 


Purified heparin does not produce toxic effects. Urti- 


caria may occur after intravenous injection of heparin, 
and positive intracutaneous reactions may be obtained to 
different brands of heparin. A. W. Frankland 


2371. Some Vascular Effects of N-Dimethylamino- 
(Phenergan). [In Eng- 
is 

S. GLANZMANN and J. A. SALVA MIQUEL. Acta Allergo- 
logica [Acta Allergolog., Kbh.] 2, 26-33, 1949. 6 figs., 
8 refs. 


** Phenergan ”’ (promethazine, B.P. Commission) given 
intravenously to cats causes a lowering of blood pressure, 
though with very small doses there is a slight rise. There 
is no effect on the depressor effect of acetylcholine, and 
the pressor effect of adrenaline is increased. Of the 
antihistaminic drugs studied only ‘“ benadryl’’ has a 
marked antagonistic effect towards acetylcholine. 

A. W. Frankland 


2372. Death During Skin Testing 

W. B. BLANTON and A. K. SUTPHIN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 217, 169-173, 
Feb., 1949. 31 refs. 


The case is described of a woman aged 57 who had 
suffered from moderate asthma for 32 years. Pre- 
liminary scratch tests to numerous allergens had given 
negative results, and she was then injected intra- 
cutaneously with extracts of common foods, hairs, and 
feathers. When 56 tests had been completed, a sudden 
attack of asthma developed. She was given 0-5 ml. of 
adrenaline intramuscularly, and then } gr. (11 mg.) of 
morphine, but died within 15 minutes of the onset of 
symptoms. Necropsy revealed marked emphysema, but 
although the bronchial mucosa had been very active in 
secreting mucin the bronchi were not plugged but only 
partly filled by mucus. The patient had previously 
reacted well to ‘ pyribenzamine”’ orally and amino- 
phylline intravenously, but had stated that adrenaline 
caused immediate and alarming symptoms. The 
authors quote 10 similar cases from the literature and 
discuss the reasons for the fatal accident. No massive 


skin reaction had occurred during the tests; the adrena- 
line had no visible effect, but they consider that the use of 
morphine was a mistake. 

[This case shows again that the allergic reaction of the 
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bronchi may be quite different from that of the skin. 
The abstracter does not believe that morphine was the 
cause of death in this case; the dose was small and 
unlikely to have had such an effect within so short a 
time. It appears more probable that the dose of 
adrenaline was much too low to combat this violent 
H. Herxheimer 


2373. Failure of Antihistaminic Drugs to Reduce 
Reactive Hyperemia in Man 

M. LANDOWNE and W. S. THomPsoN. Proceedings of 
the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 537-542, Dec., 1948. 
1 fig., 13 refs. 


The blood flow in the foot and leg was measured in 
6 human subjects by a venous occlusion plethysmograph 
before and after occlusion of the femoral artery by a 
17-cm. cuff. Inflation and release of this cuff caused 
the usual reactive hyperaemia, and the degree of this 
was not affected by administration of 10 to 50 mg. of 
“ benadryl ”’ intravenously or 50 mg. of “ pyribenzamine ” 
orally. At the same time the wheals produced by 
intradermal histamine were definitely reduced by these 
drugs. V. J. Woolley 


2374. A Quantitative Method for the Determination of 
Antihistaminic Compounds Containing the Pyridine 
Radical 

E. PERLMAN. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.) 95, 465-481, April, 
1949. 7 figs., 14 refs. 


2375. Factors Influencing the Production of Anaphylaxis 
in Guinea Pigs with Weakly Antigenic Protein Hydroly- 
sates 

L. W. Rotu, R. K. RICHARDS, and I. M. SHEPPARD. 
Journal of Laboratory and Clinical Medicine [J. Lab. ome. 
Med.] 34, 531-537, April, 1949. 8 refs. 


See also Sections Hygiene and Public Health, Abstract 
2129; and Dermatology, Abstract 2517. 


METABOLIC DISORDERS 


2376. Diabetic Coma. Treatment With and Without 
the Early Administration of Glucose 

J. Lee, D. Namwoo, and J. A. Torrens. British Medical 
Journal (Brit. med. 1, 565-568, April 2, 1949. 34 refs. 


The authors studied 28 consecutive cases of diabetic 
coma at the West Middlesex Hospital. All the patients 
in this series were unconscious and not responsive to 
external stimuli. Cases of pre-coma were excluded. - 

To a first group of 10 patients with an average age of 
35-9 years glucose was given early, an initial dose of 100 
to 200 units of insulin and an intravenous infusion of 
saline with 4-3% glucose being administered. The mean 
initial blood-sugar level in the 10 cases was 730 mg. per 


100 ml. and the mean fall in the first 4 hours was 75-3 — 


mg. per 100 ml. Four patients died. The average fluid 
requirement in the first 24 hours was 14-3 pints (8-13 


‘comatose, and the others were drowsy. 


litres) and average insulin requirement 807 units. In the 
second group of 18 cases with an average age of 33-3 
years, treatment was similar but without glucose.. The 
mean initial blood-sugar level was 865 mg. per 100 ml. 
and mean fall in the first 4 hours 339 mg. per 100 ml. 
The average fluid requirement in the first 24 hours was 
10 pints (5-68 litres), and the average insulin requirement 
693 units. Only 2 patients died in this group. 

The authors point out the higher mortality rate in the 
group treated with glucose (40% compared with 11%) 
and the increased fluid and insulin requirements in the 
first 24 hours. They suggest that the early administration 
of glucose in diabetic coma maintains a high blood-sugar- 
level, increases water excretion, and adds to the circula- 
tory collapse. I. McLean-Baird 


2377. Serum Potassium Levels in Diabetic Coma 

R. H. SInpen, J. L. Tutus, and H. F. Roor. New 
England Journal of Medicine [New Engl. J. Med.] 240, 
502-505, March 31, 1949. 21 refs. 


. The authors describe 6 cases of diabetic acidosis 
admitted to the New England Deaconess Hospital in 
which the potassium concentration in serum was studied, 
One patient in the series was comatose, one semi- 
In the two severe 
cases the serum potassium level was 5-8 and 5-4 milli- 
equivalents per litre respectively (normal 5 milli-equiva- 
lents per litre). After improvement in the patients’ 
condition the potassium levels became 3-8 and 3:3 
respectively. In the other cases the potassium level in 
serum on admission varied from 4:3 to 3-1 milli- 
equivalents per litre. 

‘Acidosis may lead to excessive excretion of potassium. 
The early administration of glucose may also lower the 
potassium level in serum. Anuria is frequently 
associated with a high serum potassium level. This 
rapidly returns to normal or becomes subnormal after 
treatment, as shown in the two severe cases in this 
series. A flaccid paralysis may be a sign of either a low 
or a high serum potassium level and the patient may die 
in either case. The authors mention the electrocardio- 
graphic distinctions between the two conditions. 

Intravenous administration of potassium phosphate 
(2 g.) with potassium dihydrogen phosphate (0-4 g.) or 
the oral administration of potassium chloride is suggested 
when the level of potassium in serum is low. The treat- 
ment of a high potassium level lies in the correction of 
anuria. This is aided by adequate insulin administration 
and also by giving glucose intravenously. 

I. McLean-Baird 


2378. Retinal and Vascular Damage in Long-standing 
Diabetes 


J. H. Croom and G. I. Scorr. Lancet [Lancet] 1, 
555-558, April 2, 1949. 2 figs., 23 refs. 


The authors studied the occurrence of retinal and 
vascular changes in 60 diabetic patients at the Royal 
Infirmary, Edinburgh. Clinical examination showed that 
15 patients were free from degenerative arterial disease 
and from cardiac enlargement, hypertension, or oblitera- 
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tion of the dorsalis pedis arteries; in these 15 cases there 
was no diabetic retinopathy. The duration of diabetes 
in these cases varied from 15 to 26 years. 

Blood pressure was normal (below 140 mm. Hg 
systolic and below 90 mm. Hg diastolic) in 23 patients, 
of whom 5 were over 50 years of age. Hypertension 
(above 160 mm. systolic and 100 mm. diastolic) was 
found in 26 cases. The remaining 11 cases were classified 
as doubtful (systolic 140 to 160 mm. and diastolic 90 to 
100 mm.). The heart was enlarged in 11 patients, all of 
whom had hypertension. The peripheral vessels were 
thickened in 15 patients, but 13 of this group were over 
60 years of age. The dorsalis pedis arteries could not be 
felt in 4 cases. The fundi were examined, after dilatation 
of the pupils with a mydriatic, by an ophthalmologist 
working independently. Changes typical of diabetic 
retinopathy were present in 18 cases: Haemorrhages or 
exudates were found in 16 and “ microaneurysms” in 
5 patients. Arteriosclerotic changes in the vessels were 
minimal or absent. 

The authors conclude that there was no relation 
between the severity of the diabetic state and the occur- 
rence of cardiovascular complications. They also suggest 
that some factor other than arteriosclerosis is responsible 
for diabetic retinopathy. A diagram is presented to 
show that diabetic retinopathy frequently develops in the 
absence of hypertension. Of the 60 patients reviewed 
only two had clinical evidence of diabetic intercapillary 
glomerulosclerosis. I. McLean-Baird 


2379. Effect of Hesperidin Methyl Chalcone (Vitamin P) 
on Diabetic Retinopathy 
F. B. Peck and M. MANN. American Journal of the 
Medical Sciences [Amer. J. med. Sci.) 217, 277-282, 
March, 1949. 47 refs. 


Twenty-two diabetic patients with retinopathy were 
studied for periods of from 4 to 32 months while taking 
100 to 300 mg. of vitamin P (hesperidin methyl chalcone) 
daily. During treatment retinopathy in 6 patients 
became worse, in 5 was unchanged, and in 5 improved. 
In 70% of cases there was an improvement in the result of 
the capillary resistance test, but this and the improvement 
in the retinopathy did not run parallel. 

H. K. Goadby 


2380. Subcutaneous Implantation of Insulin in Diabetes 
Mellitus 

L. VarGcas. Lancet [Lancet] 1, 598-601, April 9, 1949. 
3 figs., 8 refs. 


The author describes the results in 7 cases of diabetes 
treated by subcutaneous implantation of a pellet com- 
pounded of protamine zinc insulin and cholesterol, a mix- 
ture which had been claimed to give promising results in 
rabbits with alloxan diabetes. A somewhat similar 
compound of soluble insulin and cholesterol has been 
stated by Parkes to lead to immediate hypoglycaemia, but 
the present author claims that with this new implant, and 
a dose varying from 20 to 100 units per kg. body weight 
(16,000 units maximum) 1% of the total insulin is 
absorbed daily, so that the possible duration of action is 
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100 days. [These claims are interesting and important 
but are not substantiated by the details given of 3 cases 
when these are considered critically from the clinical 
viewpoint. Unfortunately, abscess formation and the 
extrusion of pellets are also recorded. The details in the 
article rather refute the idea that this is a useful thera- 


peutic procedure, but there is enough in it to merit further 


considered experiments. Physiologically, the idea is 
unsound. The patient with severe diabetes requires 
considerable absorption of insulin to deal promptly with 
the carbohydrate he eats and a minimal release at night. 
This new compound can hardly perform this dual 
function. ]} R. D. Lawrence 


See also Section Digestive Disorders, Abstracts 
2485-6; and Abstracts of World Surgery, 1949, 6, 294. 


2381. Production of Acute Gouty Arthritis by Adreno- 
corticotropin 

L. HELLMAN. Science [Science] 109, 280-281, March 18, 
1949. 7 refs. 


Because the excitants of an acute crisis in the gouty 
subject—trauma, infection, surgical operation, and 
radiotherapy—have been shown to produce increased 
adrenal cortical activity (“the alarm reaction”’), the 
author gave 4 gouty patients pituitary adrenocortico- 
trophin. In 3 out of 5 trials an acute attack of gout 
followed in 3 to 4 days with electrolyte and water changes 
identical with those described by Talbot and Coombs 
(J. Amer. med. Ass., 1938, 110, 1977) as ** the gout cycle ”’, 
Since it has also been shown that the attack of gout 
follows decreased adrenal cortical activity, the administra- 
tion of adrenocorticotrophin to 2 patients during an 
acute attack caused a prompt disappearance of the acute 
arthritis. 

The author suggests that stimulation of adrenal corti- 
cal function is the common pathway by which acute 
exacerbations of gout result from non-specific stress, 
and that adrenocorticotrophin may be useful as a 
provocative and therapeutic agent in gout. 

Henry Cohen 


2382. Treatment of Pellagra with Gastric Mucosa. 
Progress Study with Serial Liver Biopsies. (Tratamiento 
de la pelagra con mucosa gastrica. Su estudio evolutivo 
por biopsias hepaticas seriadas) 

A. Marti Prieto, E. PADRON Ruiz, and F. PEREZ 
Montes. Archivos de Medicina Infantil [Arch. Med. 
infant.] 18, 1-33, Jan.—Mar., 1949. 5 figs., bibliography. 


Five cases of pellagra treated with gastric mucosa were 


‘studied by weekly liver biopsy. In all there was an 


intense fatty infiltration of the liver which disappeared 
rapidly during treatment (this disappearance coinciding 
with the clinical cure); desiccated stomach proved a 
vigorous and harmless lipotropic substance. Patients 
were kept on a low-caloric and low-protein diet, with no 
added vitamins, to obviate the possible lipotropic action 
of other substances. The authors claim to be the first 
to use this method of treatment in pellagra. 
René Méndez 
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Cardiovascular Disorders 


2383. Radiocardiography and its Clinical Applications 
M. PRINZMETAL, E. Corpay, R. J. SPRITZLER, and W. 
FuG. Journal of the American Medical Association [J. 
Amer. med. Ass.) 139, 617-622, March 5, 1949. 13 figs., 
2 refs. 


After giving details of the technique of radiocardio- 
graphy and recapitulating the principles on which the 
method is based, the authors report the results of a study 
of a large number of patients with normal and abnormal 
hearts. 

The radiocardiographic method of investigation was 
found to be of great value “‘for the determination 
of the pumping qualities of the heart”’. Several illus- 
trative normal and abnormal radiocardiograms are 
reproduced. The normal radiocardiogram is composed 
essentially of two waves—R and L—and a transition 
zone—T. The R and L waves correspond to the 
passage of the radioactive blood through the right and 
left cardiac chambers, and the transition zone T to the 
point where most of the blood is in the lungs. Any 
abnormality in the haemodynamics will produce a change 
in the normal pattern of the whole or part of the radio- 
cardiogram. A. I. Suchett-Kaye 


2384. The Duration of Normal Heart Sounds 

A. A. LuUISADA, F. MENDOzA, and M. M. ALIMURUNG. 
British Heart Journal (Brit. Heart J.] 11, 41-47, Jan., 
1949. 4 figs., 5 refs. 


Heart sounds from 185 normal subjects were recorded 
by means of a stethoscopic microphone in conjunction 
with a “* stetho-cardiette ’’. The average duration of the 
sounds in subjects over 10 years of age was found to be: 


Apex Base 
Ist sound 0-146 sec. 0-140 sec. 
2nd sound .. 0-097 sec. 0-104 sec. 
3rd sound 0-059 sec. 0-042 sec. 


The auricular sound began 0-058 second before the 
first sound. The third sound began 0-15 second after 
the main oscillation of the second sound at the apex, 
and 0-17 second after that at the base. The duration of 
the sounds varied with age, elderly subjects showing a 
wider range for the first sound and a slightly shorter 
second sound. The components of the sounds were all 
analysed in the same way. 

[Readers who are interested should consult the original 
article. Paul Wood 


2385. Some Effects on the Circulation of Smoking 
Cigarettes with Varying Content 

J. A. L. MATHERS, M. C. PATTERSON, and R. L. Levy. 
American Heart Journal [Amer. Heart J.] 37, 612-619, 
April 1, 1949. 4 figs., 16 refs. 


ELECTROCARDIOGRAPHY 


2386. The Relationship Between Electrical and Mechani- 
cal Events in the Cardiac Cycle of Man 

B. CospLentz, R. M. Harvey, M. I. Ferrer, A. 
COURNAND, and D. W. RiIcCHARDs. British Heart 
Journal {Brit. Heart J.| 11, 1-22, Jan., 1949. 22 figs., 
16 refs. 


The pressures in the right auricle, right ventricle, 
pulmonary artery, and brachial artery were electrically 
recorded simultaneously with the electrocardiogram. 
Time lag due to passage of pressure waves down the 
intracardiac catheter was found to be 0-10 second and 
was allowed for in the computations. 

The time interval between the beginning of the P wave 
and that of auricular systole averaged 0-09 second in 
16 normal adults. The average time between the 
beginning of the Q wave and the onset of right ventricular 
systole was 0-075 second in 30 cases, and that between 
the beginning of Q and the onset of pulmonary artery 
systole 0-085 second. Therefore the isometric contrac- 
tion phase of the right ventricle was 0-01 second. The 
average time between the beginning of Q and the onset 
of the brachial pulse was 0-16 second in 30 cases. 

In children with congenital heart disease these time 
intervals tended to be shorter. Times were approxi- 
mately normal in 21 patients with various forms of 
organic heart disease whether in failure or not, except for 
a lengthening of the phase of isometric contraction 
associated with a raised pressure in the pulmonary 
artery. 

Various arrhythmias were studied with the same 
technique; the information yielded harmonized with 
current beliefs. Bundle-branch block was associated 
with the expected delay in contraction of the homolateral 
ventricle. Paul Wood 


2387. R Waves Interrupting T Waves 
F. H. Smirk. British Heart Journal (Brit. Heart J.] 11, 
23-36, Jan., 1949. 10 figs., 13 refs. 


Little has been written previously on this subject. 
Seventeen cases are described in which R waves occurred 
on the descending limb of T waves; in other words a 
fresh excitation wave may occur before the recovery 
process is complete. Aetiological diagnoses included 
cardiac infarction (6), ‘“‘ myocardial degeneration” 
(5), and auricular fibrillation with cardiac enlargement 
(6). Six of the patients died, 3 suddenly. 

Ectopic beats, usually polymorphic, were responsible 
for the interrupting R waves in 12 cases. The finding is 
compatible with the view that a supernormal period may 
occur towards the end of the recovery process in abnormal 
human hearts. Reasons are given for supposing that 
interruption of T waves may give warning of impending 
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ventricular flutter or fibrillation. The author advises 
treatment with quinidine, which abolished the pheno- 
menon in the 5 cases in which it was tried. 

Paul Wood 


2388. Effect of Potassium on Downward T Waves of 
Precordial Leads of Normal Children 

E. GoLpBerG, M. J. Pokress, and R. STEIN. American 
Heart Journal |Amer. Heart J.] 37, 418-424, March, 1949. 
4 figs., 11 refs. 


Ten children, whose electrocardiograms showed 
negative T waves in two or more of the precordial leads, 
were given 5 g. of a potassium salt. In4cases V1 and V2 
were affected: in 4 more V3 was also involved: in one V4, 
and in one V5. An hour later the T waves had become 
positive with the exception of those in V1 and—in a few 
cases—those in V2, in which the negativity increased. 
Leads to the right of the praecordium, such as V2 and V3, 
face the epicardial surface of the right ventricle. If 

“ there is clockwise rotation of the heart round the longi- 
tudinal axis, V4 and V5 might also face this surface. 
The negative T waves in the electrocardiograms of these 
children appear to be a right ventricular effect. They 
are made positive by potassium. On the other hand, 
lead V1 in health frequently faces the right auricle and is 
therefore similar to VR, reflecting the potentials of the 
ventricular cavity. If the heart is vertical this applies 
also to V2. These leads would be expected to react 
differently from those which face the ventricular surface, 
and this in fact did occur, since potassium caused them 
to become more negative. The author suggests that the 
T waves might be negative because the right ventricle 
contained less potassium than the left. But of this there 
is no evidence from other sources. C. W. C. Bain 


2389. A Comparison of Precordial Electrocardiograms 
Obtained with CR, CL, CF, and V Leads 

M. Dotain, S. Grau, and L. N. Katz. American 
Heart Journal {Amer. Heart J.] 37, 343-358, March, 1949. 
5 figs., 17 refs. 


The purpose of this study was to compare the CR, CL, 
CF, and V leads recorded in identical precordial positions 
in health and in certain abnormal states: posterior-wall 
infarction, emphysema, and non-specific electrocardio- 
graphic abnormalities. Examples of four types of 
electrocardiogram are presented to show that the dif- 
ference between these leads may be great enough to 
affect the interpretation. In most cases, however, it 
probably makes little difference whether the indifferent 
electrode is placed on the right arm, left arm, or left 
leg, or is attached to the central terminal. 

A. Brown 


2390. Electrocardiographic Leads in 
Normal Subjects and in Myocardial Infarction. (TIuwe- 
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Z. NeIMAN. Apxus [Terap. 
Arkh.) 21, No. 2, 32-43, March-April, 1949. 8 figs., 
25 refs. 


CARDIOVASCULAR DISORDERS 


2391. Electrocardiographic Changes in Acute Gonococcal 
Arthritis and Myocarditis Simulating Acute Polyarthritis 
E. SHapiro, M. L. Lipxis, J. KAHN, and J. B. Hep. 
American Journal of the Medical Sciences [Amer. J. med, 
Sci.] 217, 300-307, March, 1949. 4 figs., 13 refs. 


Four cases of acute gonococcal polyarthritis are 
described, in which electrocardiographic changes indi- 
cated a transient myocardial lesion. The electrocardio- 
graphic changes were identical with those seen in acute 
rheumatism and consisted of transient prolongation 
of the P—R interval (3 cases) and transient T-wave inver- 
sion (3 cases). There was no evidence of gonococcal 
endocarditis. The arthritis was resistant to salicylates 
and responded to administration of sulphonamides 
(2 cases) and penicillin (2 cases). It is suggested that the 
electrocardiographic changes were due to a “ toxic 
myocarditis’’. Acute polyarthritis associated with 


electrocardiographic changes should not be regarded as 
pathognomonic of acute rheumatism. C. Bruce Perry 


HEART 


2392. Extracellular Fluid in Cardiac Edema and Ascites 
L. R. Ferraro, M. M. FRIEDMAN, and H. E. More Ltt. 
Archives of Internal Medicine [Arch. intern. Med.} 83, 
292-297, March, 1949. 9 refs. 


Quantitative estimation of extracellular fluid in 
pathological states is important. Intravenous injection 
of sodium bromide was used for this purpose, because 
bromide ions are distributed in the body in the same 
manner as chloride ions, are non-toxic in the doses 
required for the experiment, rapidly reach an equilibrium, 
and are slowly excreted. Moreover, bromide can be 
estimated accurately. Twenty ml. of blood is withdrawn, 
and 25 to 50 ml. of 10% sodium bromide solution injected 
intravenously. A 24-hour specimen of urine is collected, 
and at the end of 24 hours 20 ml. of blood is withdrawn. 

The two blood samples and a urine sample of the 
24 hours are analysed for bromide by the method of 
Brodie and Friedman (J. biol. Chem., 1939, 124, 2). 
Calculations are based on the formula: 


total extracellular fluid = Ling.) remaining in x 0°88 

In 12 cases of evident cardiac failure with demonstrable 
oedema extracellular fluid volumes ranged from 6°8 to 
31-2 litres in excess of expected normal (calculated from 
the surface area). When clinical recovery occurred 
extracellular fluid volume was still raised (32% above 
expected figures for body weight, and 20% above the 
expected figure computed from surface area). In 5 cases 
of hepatic cirrhosis the extracellular fluid volume was 
from 11 to 25 litres in excess of the expected normal. In 
none of these patients was a normal extracellular fluid 
volume obtained by any form of therapy. Because 
demonstrable oedema may not be present with over 6 
litres excess extracellular fluid, and in order to assess 
accurately the progress of the patient, the authors 
recommend this method of investigation. 

[For exact details of technique and estimation the 
original article should be consulted.] John Anderson 
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2393. Cardiac Tumours. Thirty Cases of Tumour 
Metastases in the Heart. (Die Herztumoren: 30 Falle 
-yon Tumormetastasen im Herzen) 

A. Piotti. Cardiologia (Cardiologia, Basel] 14, 129-190, 
1949. 20 figs., bibliography. 


In this report on 30 cases of metastatic tumours in the 
heart observed in the years 1937-45 a careful analysis and 
correlation is given of the clinical, electrocardiographic, 
and pathological findings. Of the tumours 23 were 
carcinomata and 7 sarcomata, and 17 patients were 
men. The primary tumours were in the bronchus (6 
cases), lungs (2), breast (4), thyroid (3), and other 
organs, and spread occurred by blood and lymph 
vessels, and in tumours in the proximity of the heart by 
direct infiltration. The metastases in the heart ranged 
from cell nests detected only microscopically to tumours 
the size of an apple. Only in 2 cases was the diagnosis 
made during life, when the involvement of the peri- 
cardium suggested it; in the others the metastases were 
found at necropsy. A _ persistent tachycardia was 
frequently noted; arrhythmia, precordial pain, dyspnoea, 
cyanosis, and oedema of the face and upper half of the 
body were observed in some cases. Electrocardiographic 
changes were absent in several cases; in others, as the 
author emphasizes, pneumonia, or abscesses and other 
inflammatory processes, could be regarded as the cause 
of a toxaemia sufficient to produce myocardial damage. 
In a number of cases the metastases were obviously the 
cause of electrocardiographic changes such as flattening 
of the T wave or depression of the ST segment, while 
in 3 cases the tracing was of the type seen in pericarditis; 
auricular fibrillation, bundle-branch block, atrio-ventri- 
cular dissociation, and nodal rhythm were encountered in 
some of the cases. Such observations should suggest the 
diagnosis of metastases in the heart in cases of malignant 
tumours. 

[The value of this painstaking study is enhanced by 
the review of the literature on tumours of the heart.] 

B. Samet 


2394. Amyloid Heart Disease 


J. BALLINGER. American Journal of the Medical Sciences 


a. J. med. Sci.] 217, 308-313, March, 1949. 1 fig., 
Tefs. 


Two cases of intractable congestive heart failure are 
described, in which there was no other clinical evidence of 
amyloidosis. Necropsy revealed in both severe primary 
amyloidosis of the heart, aorta, and pulmonary artery; 
in one case there were also marked amyloid changes in 
the spleen and liver and minor changes in the kidney, 
thyroid, adrenal, pancreas, heart, mesenteric lymph 
nodes, alimentary canal, tongue, and striated skeletal 
muscle. From the literature it is shown that 54% of cases 
of primary amyloidosis are associated with congestive 
heart failure, 42% with macroglossia, 42% with asthenia, 
and 31°% with marked loss of weight. C. Bruce Perry 


See also Sections Pharmacology and Therapeutics, 
Abstract 2216; Paediatrics, Abstract 2354; Respiratory 
Disorders, Abstract 2452. 
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2395. The Effect of Subacute Bacterial Endocarditis on 
the Course of the Underlying Heart Disease 

B. Rapoport and L. B. Ettis. New England Journal of 
Medicine [New Engl. J. Med.| 239, 95t-955, Dec. 16, 
1948. 16 refs. 


Of 15 patients treated during 1944 and 1945 for sub- 
acute bacterial endocarditis, all but 2 had peripheral 
emboli and all had clinical evidence of valvular disease 
of the heart. Four have since died. The diagnosis of 
the original heart lesion in all cases was chronic rheumatic 
heart disease. Of the 11 patients who lived, evidence of 
mitral valve involvement was found in 7, both mitral and 
aortic valves being affected in 4. The heart, as measured 
by x rays, was markedly enlarged only in 3 of the fatal 
cases. Rhythm was normal in all cases except two in 
which auticular fibrillation developed during treatment. 
The surviving patients were re-examined in June, 1947; 
most felt as well as before the infection; in 4 the heart 
had decreased in size after cure of the infection, in the 
other 7 the size remained the same. Electrocardio- 
graphic changes which had taken place might as well 
have been due to the inevitable course of rheumatic 
heart disease as to any specific effect of the bacterial 
endocarditis. Age did not seem to affect the result; one 
patient aged 60 years had a smaller heart 2 years after 
cure. The authors conclude by saying that subacute 
bacterial endocarditis can increase cardiac damage either 
by causing rupture of a valve cusp or chordae tendineae, 
or by causing later scarring and distortion of the valves 
from vegetations. T. E. C. Early 


2396. Subacute Bacterial Endocarditis and its Treatment 
with Penicillin 

H. Matruew and A. R. Gitcurist. Edinburgh Medical 
Journal (Edinb. med. J.| 56, 25-48, March, 1949. 9 figs. 


Although penicillin has altered the prognosis of bac- 
terial endocarditis so dramatically, it has also introduced 
new problems. The chief of these is death from conges- 
tive heart failure—usually when the bacteriaemia had 
been controlled and the patient was thought to be doing 
well. The authors discuss the results of treatment in 
a consecutive series of 40 cases of subacute bacterial 
endocarditis seen between October, 1944, and December, 
1948. Of 31 patients treated thoroughly, 21 survived 
and 10 died; of 9 inadequately treated, all died. Con- 
gestive failure was attributed to coincident active rheuma- 
tic carditis, and was the cause of death in 9 out of 12 fatal 
cases in which there was clinical evidence of active 
rheumatism. Necropsy revealed rheumatic carditis in 
10 of these 12 cases. [Neither clinical nor pathological 
details are given, and there are no photomicrographs.] 
The appearance of the valves did not lend support to the 
view that a rapidly increasing mechanical burden was 
usually responsible for heart failure. The 21 survivors 
were followed up for periods of from 4 months to 4 years. 
None relapsed or became reinfected. There was no 
evidence that the infection had decreased the cardiac 
reserve or efficiency in these cases, and in none was there 
impairment of renal function. As regards optimum 
routine dosage of penicillin, the authors suggest 2,000,000 
units a day for 6 weeks. Paul Wood 
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2397. The Variable Loudness of the First Heart Sound in 
Auricular Fibrillation 

D. A. RYTAND. American Heart Journal [Amer. Heart 
J.) 37, 187-204; Feb., 1949. 16 figs., 22 refs. 


'The phonocardiographic peak amplitude was taken 
as an index of the loudness of the first heart sound. It 
was correlated with the left ventricular filling time as 
roughly measured by the interval between the beginning 
of the second heart sound and the beginning of the first 
heart sound. 

In 5 patients with auricular fibrillation without valve 
disease the loudest’sounds occurred after the shortest 
intervals (0-12 to 0-24 second). There was a secondary 
accentuation of loudness in some of them after very long 
intervals (0-4 to 0-6 second). Similar results have been 
recorded in complete heart-block. In 7 patients with 
auricular fibrillation and mitral stenosis the loudness 
varied relatively little. The author suggests that the 
sounds are loudest when ventricular systole begins with 
the mitral cusps widest open. The alteration in the 
character of the first heart sound and its lack of variation 
in mitral stenosis may, in the author’s opinion, be due 
to the distortion and rigidity of the mitral valve. 

A. S. Dixon 


2398. Neosynephrine in Treatment of Paroxysmal 
Supraventricular Tachycardia 
W. B. Youmans, M. J. GOODMAN, and J. GOouLp. 
American Heart Journal [Amer. Heart J.| 37, 359-373, 
March, 1949. 8 figs., 6 refs. 


** Neosynephrine ”’ differs from adrenaline in that the 
molecule has a hydrogen atom instead of a hydroxyl 
group in the para position on the benzene ring. It 
causes marked hypertension and peripheral vasoconstric- 
tion. It has little direct action on the heart rate, but its 
administration is followed by a sinus-inhibition brady- 
cardia caused reflexly by pressure stimulation of the 
aortic and carotid receptors. In animals this inhibition 
may result in a ventricular escape. 

The authors studied 19 attacks of paroxysmal supra- 
ventricular tachycardia occurring in 9 patients. Up to 
2 mg. of neosynephrine was given intravenously during 
an attack. A continuous electrocardiogram was taken 
and the blood pressure was read frequently. In only 
2 cases, both after major operations, did the rhythm fail to 
revert to normal. Reversion occurred within 35 to 70 
seconds of injection. Unpleasant reactions were few. 
One case of paroxysmal ventricular tachycardia failed to 
respond. 

The authors believe that the sequence begun by intra- 
venous injection of the drug consists of a sharp rise in 
blood pressure, stimulation of the aortic and carotid 
body pressure receptors, and a reflex through the vagus 
and vasomotor centres, ending in an inhibition of the 
sinus pacemaker and a breaking of the cycle of atrial 
stimulation. This, or any other quick acting vaso- 
pressor drug without direct action on the conducting 
tissues of the heart, is believed to be the drug of choice 
for paroxysms of supraventricular tachycardia. 

A. Dixon 


CONGENITAL AFFECTIONS 


2399. Study of 200 Cases of Tetralogy of Fallot. (Etude 
de 200 cas de tétrade de Fallot) 

E. DonzeLot, R. H. DE BALsAC, A. M. EMAM-Zapé, 
J. E. EscaLte, and C. METIANU. Archives des Maladies 
du Ceur et des Vaisseaux [Arch. Mal. Ceur] 42, 98-137, 
1949. 29 figs., 4 refs. 


2399 (a). The Eisenmenger Complex. Study of 29 Cases, 
(Le complex d’Eisenmenger. Etude de 29 cas) 

E. DonZzELot, A. M. EMAM-ZADE, R. H. DE BALSAC, and 
M. Kotosy. Archives des Maladies du Ceur et des 
Vaisseaux [Arch, Mal. Ceur] 42, 138-166, 1949. 33 figs., 
bibliography. 


2399 (b). Study of the Volumetric Increase in the 
Pulmonary Artery in a Series of 314 Cases of Congenital 
Heart Disease. (Etude de l’augmentation volumétrique 
de l’artére pulmonaire dans une série de 314 cas de 
cardiopathies congénitales) 

E. DonzeLtot, A. M. EMAM-Zapé, R. H. DE BALSAC, 
J. E. EscALte, and C. METIANU. Archives des Maladies 
du Caur et des Vaisseaux [Arch. Mal. Ceur] 42, 167- 
195, 1949. 19 figs., bibliography. 

The authors report in three articles the results of a 
year’s work at the “ blue baby ” centre of the Broussais 
Hospital. The first deals with 200 cases of Fallot’s 
tetralogy. Operative results are analysed and _ the 
diagnosis and treatment discussed. The second describes 
29 cases of Eisenmenger’s complex, and points out that 
angiocardiography is the most importani ‘agnostic 
procedure in such cases. The third article groups all 
cases with dilatation, in whole or in part, of the pul- 
monary artery or its branches. The authors conclude 
that, where the pulmonary artery arises from the centre 
of the base of the heart, angiocardiography furnishes the 
sole evidence of its enlargement. A. S. Dixon 


2400. Angiocardiography in Congenital Heart Disease 
of Cyanotic Type with Pulmonic Stenosis or Atresia. I. 
Observations on the Tetralogy of Fallot and ‘*‘ Pseudo- 
Truncus Arteriosus ”’ 

R. N. Cootey, H. T. BAHNSON, and C. R. HANLON. 
Radiology {Radiology] 52, 329-346, March, 1949. 10 
figs., 20 refs. 


The authors used angiocardiography in 75 cases of 
congenital heart disease of the cyanotic type. They 
employed a modified Robb and Steinberg technique for 
the injection. The contrast medium was a 70% solution 
of *‘ diodrast ’’ injected into the basilic vein of the left 
arm or into the external jugular vein in small children. 
A total of 140 injections were given without serious 
reaction. 

Nine cases are reported in detail in order to emphasize 
the advantages and shortcomings of the method in pre- 
operative evaluation. Seven of the patients described 
had the tetralogy of Fallot and two had a truncus arterio- 
sus. All were subsequently operated upon, and in one 
case post-mortem studies were available. An overriding 
aorta could be demonstrated in all cases, and the position 
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ANGINA AND CORONARY OCCLUSION 


of the descending aorta could be observed. An inter- 
ventricular septal defect may sometimes be directly 
demonstrated. Direct visualization of the pulmonary 
conus is so difficult as to be an untrustworthy guide, but 
strong presumptive evidence of stenosis may often be 
obtained. It is not possible by angiocardiography alone 
to distinguish between pulmonary atresia and a high 
degree of stenosis. The presence and character of the 
pulmonary arteries may be reliably determined. Failure 
to demonstrate the proximal position of the pulmonary 
artery, however, does not rule out the possibility of a 
successful anastomosis. A. Orley 


2401. Reproducibility of Values for Oxygen Saturation 
of Arterial Blood, and Magnitude of Venous—Arterial 
Shunts in Patients with Congenital Cardiac Malformations 
H. B. BURCHELL and E. H. Woop. Journal of Applied 
Physiology [J. appl. Physiol.] 1, 560-566, Feb., 1949. 
2 figs., 8 refs. 


The oxygen saturation of arterial blood during rest, 
exercise, and breathing 100% oxygen was determined 
monthly on a patient with well-compensated congenital 
heart disease and venous-arterial shunt. The values 
obtained were approximately reproducible at each test. 
In this patient, and in 3 others investigated (one case of 
Eisenmenger’s complex, one case of congenital cardiac 
defect with cyanosis [diagnosis not given], and one case 
of Fallot’s tetralogy), the magnitude of venous—arterial 
shunts has been found to remain relatively constant 
during the varying conditions of the experiments. The 
decrease in oxygen saturation of arterial blood at the 
end of the exercise (54 minutes’ walking) was related to a 
decrease in the oxygen content of the shunted venous 
blood. The methods of investigation are described in 
full. A. I. Suchett-Kaye 


2402. Physiological Studies in Congenital Heart Disease. 
VIII. The Physiological Findings in Two Patients with 
Complete Transposition of the Great Vessels 

J. A. CAMPBELL, R. J. BING, J. C. HANDELSMAN, H. E. 
GRISWOLD, and M. HAMMonpD. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.] 84, 269-278, 
March, 1949. 3 figs., 3 refs. 


Physiological studies with the aid of intracardiac 
catheterization were undertaken in 2 cases of complete 
transposition of the great vessels. The results were 
correlated with clinical and post-mortem findings. In 
the study of the systemic flow, pulmonary artery flow, 
and effective pulmonary flow, the Fick principle was 
used, as described in a previous communication; the 
blood oxygen values were determined on samples 
obtained by cardiac catheterization and by arterial 
puncture. 

The first patient, a boy aged 7, had complete trans- 
position of the great vessels, patent foramen ovale, and 
ventricular septal defect. All four chambers of the 
heart were catheterized. ‘‘ The oxygen content of the 
right auricular blood exteeded that of the superior yena 
cava by 2-4 volumes per cent. The oxygen content of 
the right ventricular blood was 2-6 volumes per cent 
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higher than that of the right auricular blood. The 
oxygen content of left auricular and left ventricular blood 
were within 0-5 volumes per cent of one another. The 
oxygen saturation in these two chambers was about 93%. 
The oxygen saturation of peripheral arterial blood was 
59%. Right ventricular and left ventricular pressures 
were 41/27 mm. Hg and 39/26 mm. Hg respectively.” 

The second patient, a 5-year-old boy, had transposition 
of aorta and pulmonary artery, patent foramen ovale, 
patent ductus arteriosus, and ventricular septal defect. 
“The oxygen content of the right ventricular blood was 
2-7 volumes per cent higher than that of the right auricular 
blood. The aorta was catheterized through the right 
ventricle and the oxygen content of aortic blood was 3-1 
volumes per cent higher than that of right ventricular 
blood. The pressure in the right ventricle was 42/25 mm. 
Hg. A dampened pressure, 62/55, was recorded from 
the aorta.” 

The authors point out the difficulties of diagnosis of 
transposition of the great vessels by physiological methods 
alone. However, when the diagnosis has been suggested 
by cardioscopy and angiocardiography, the physiological 
studies are of great help. Two figures, showing diagram- 
matically the cardiovascular abnormalities, accompany 
the text. A. I. Suchett-Kaye 


ANGINA AND CORONARY OCCLUSION 


2403. Resection of the Stellate Ganglion in a Case of 
Syphilitic Coronary Arteritis (A Clinical Case). (Coron- 
aritis especifica y reseccion del ganglio estrellado (un caso 
clinico) ) 

—. DaupéN and L. Morates. Actas Dermosifilio- 
graficas [Actas Dermo-sif.| 40, 625-628, March, 1949. 
1 fig. 


In the case described the patient, a man of 48 years, was 
treated for early syphilis with arsphenamine and mercury 
in 1914. He developed typical symptoms of angina 
pectoris in 1943. Radiography showed elongation of the 
aortic arch, but there were only minimal changes in the 
electrocardiogram, the condition of the myocardium was 
good, and the blood pressure was 140/80 mm. Hg. 
Serum tests for syphilis gave strongly positive reactions. 
Graduated treatment for syphilis did not alleviate his 
symptoms; infiltration of the left stellate ganglion with 
procaine relieved them for 5 days. The ganglion was 
later excised under local analgesia, and 5 months later the 
patient was free from symptoms and able to tolerate 
treatment with neoarsphenamine and bismuth. 

James Marshall 


2404. The Electrocardiographic Effects of Smoking 
Tobacco. III. Patients with Coronary Disease (Elektro- 
kardiogrammet vid. tobaksrékning. III. Patienter med 
kardioskleros) 

B. voN AHN. Nordisk Medicin [Nord. Med.] 41, 451-456, 
March 11, 1949. 4 figs., 18 refs. 


Thirty patients suffering from coronary disease, of 
whom 20 had angina pectoris (said in 4 cases to be 
brought on by smoking), were subjected to an examina- 
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tion designed to elucidate the effect of smoking on the 
coronary vessels. After 30 minutes’ rest, an electro- 
cardiogram was taken and the patients then chain-smoked 
until toxic symptoms appeared (an average of 45 minutes). 
The electrocardiogram was recorded at 3-minute intervals 
throughout the test. There was an- average rise in 
systolic and diastolic blood pressures of 12 mm. Hg and 
a rise in pulse rate of 11 beats per minute. In only one 
case was there an appreciable change in the electro- 
cardiogram; this patient was a 64-year-old non-smoker 
with bundle-branch block and extrasystoles, and the 
effect of smoking was to increase very considerably the 
frequency of the extrasystoles. In 2 patients anginal 
attacks developed when the blood pressure was at its 
height. In 9 cases, no change was observed in the 
electrocardiogram recorded during exercise both before 
and after smoking. The author concludes that any 
deleterious effect of smoking on the heart must be a 
secondary effect of the rise in blood pressure (especially 
in diastolic pressure) that occurs, rather than a direct 
action on the coronary vessels. Smoking should there- 
fore be forbidden in cases where it induces a marked rise 
in the diastolic pressure (20 mm. Hg or more). He is of 
the opinion that tobacco angina, though it undoubtedly 
exists, is a very rare phenomenon. B. Nordin 


2405. Long Term Anticoagulant Therapy for Cardic- 


vascular Diseases 

W. T. Fouey and I. S. WriGcut. American Journal. of 
the Medical Sciences [Amer. J. med. Sci.] 217, 136-142, 
Feb., 1949. 16 refs. 


In this important paper from the Cornell University 
Medical College and the New York Hospital, the authors 
describe the effect of administration of dicoumarol to 
19 patients for periods of 5 to 20 months. The patients 
receiving this treatment were those whose lives would 
otherwise- have been severely restricted and in danger— 
patients with auricular fibrillation and a history of 
frequent embolic attacks, with phlebitis migrans and 
recurrent thrombophlebitis, and also some with coronary 
thrombosis and cardiac infarction. These patients were 


kept in hospital for a short period while their idiosyn- 


crasies to the drug were studied, and thereafter reported 
twice weekly for prothrombin estimation and regulation 
of their dose of dicoumarol. One patient was able to 
travel across America and back having her prothrombin 
time estimated at reputable laboratories on the way, but 
the authors stress the importance of this estimation being 
done by experienced technicians only. In very stable 
cases the period between prothrombin estimations may 
be extended to 10 or even 14 days but this is not generally 
advised. Only intelligent patients who can be relied 
upon to report regularly for prothrombin estimations 
and to take exactly the prescribed dose of dicoumarol 
should be selected for this type of therapy. 

The Link-Shapiro modification of Quick’s method 
was used for the estimation of prothrombin time, which 
was kept as far as possible between 30 and 35 seconds, 
the normal figure being 14 to 16 seconds. The thrombo- 
plastin used was checked daily to ensure its activity. 
Individual requirements of dicoumarol were found to 


vary between 175 and 800 mg. weekly, and did not seem 
to be related to age or weight, but to be affected by such 
things as protein consumption and, in one patient, by 
the amount of whisky taken. The prothrombin time 
was not affected by menstruation in most patients, nor 
was menstruation prolonged in patients receiving the 
correct dosage of dicoumarol. Water-soluble vitamin K 
analogue, 72 mg. 4-hourly, was given intravenously to 
patients whose prothrombin time exceeded 60 seconds, 
and in one case in which an inaccurate estimation at 
another hospital had led the patient to take an overdose, 
which prolonged the prothrombin time to over 300 
seconds, this treatment together with transfusion of 
fresh blood was successful in preventing the patient from 
suffering anything worse than a little oozing of blood 
from the gums when they were sucked. None of the 
patients showed any toxic effects, none had a serious 
haemorrhage, and all remained free from further thrombo- 
embolic episodes while under treatment. 
G. S. Crockett 


2406. III. Correlation of lElectrocardiographic and 
Pathologic Findings in Anteroposterior Infarction q 
G. B. Myers, H. A. KLein, and T. HiRATZKA. American 
Heart Journal {[Amer. Heart J.| 37, 205-236, Feb., 1949. 
13 figs., 24 refs. 


This is an analysis of the electrocardiographic findings 
with the multiple precordial leads of Wilson, the standard 
limb leads, and the augmented unipolar extremity leads 
of Goldberger in 52 cases of coexistent infarction in the 
apical one-third or more of both the anterior and 
posterior walls of the left ventricle, presence of the lesion 
being confirmed by necropsy. In 30 cases in which the 
infarct involved more than the apical one-third of the 
posterior wall, lead aVF revealed diagnostic changes in 
18 cases and suggestive changes in 5; findings were nega- 
tive in 7 because of the horizontal position of the heart. 
On the other hand, in 22 cases in which the infarct was 
confined to the apical one-third of the posterior wall, 
lead aVF was of much less value, a diagnostic picture 
being seen in only 3 cases. The standard limb leads 
were of very limited value, the picture being strongly 
suggestive of antero-posterior infarction in only 4 cases, 
while in 13 cases findings were not indicative of either 
lesion. William A. R. Thomson 


2407. VII. Correlation of Electrocardiographic and 
Pathologic Findings in Lateral Infarction 

G. B. Myers, H. A. KLEIN, and B. E. Storer. American 
Heart Journal [Amer. Heart J.| 37, 374-417, March, 1949. 
20 figs., 17 refs. 


In 14 of 27 cases of lateral infarction verified at 
necropsy the infarct was mainly basal (high lateral 
infarct). In these the findings with precordial leads 


were seldom distinctive, and changes might be limited to — 


V3 and V4, owing to counter-clockwise rotation round 
the long axis. Lead aVL was abnormal in 11 cases. In 


4 cases additional precordial leads were employed in the 
3rd intercostal space; in one case the findings were 
diagnostic of infarction, while in the other three they were 
suggestive of it. 
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In 11 cases the apical third of the lateral wall was 
infarcted. In 8, changes were found in V5 and V6, as 
well as in lead aVL, which were strongly suggestive or 
diagnostic of infarction. In 2 a marked depression of 
the R-ST junction was found in leads V4 and V5 as 
described by Wolferth and Wood. In these cases the 
infarct affected principally the middle portion of the wall, 
the sub-epicardial zone being spared. In 2 cases the 
infarct involved the middle third of the lateral wall. 
Both infarcts were small and sub-endocardial. The 
electrocardiographic changes were those described by 
Wolferth and Wood. 

It is concluded that in order to diagnose a lateral 
infarct that is not mainly apical it is necessary to employ 
additional precordial leads in the 3rd intercostal space. 

C. W. C. Bain 


2408. Auricular Paroxysmal Tachycardia in Association 
with Myocardial Infarction 

J. M. ASKEY. American Heart Journal [Amer. Heart J.} 
37, 425-434, March, 1949. 6 figs., 10 refs. 


Five patients out of 1,250 with cardiac infarction had 
supraventricular paroxysmal tachycardia as a complica- 
tion. Probably all 5 had had previous infarcts and 
digitalis had been given to them for heart failure or on 
account of auricular fibrillation. In 3 the dosage was 
excessive. All 5 patients died, in 3 cases within 24 
hours and in the remaining 2 after the tachycardia had 
persisted for 4 days. 

[This article illustrates once again the risks attending 
the administration of digitalis in recent infarction.]} 

C. W. C. Bain 


2409. Occult Myocardial Infarction. (Der okkulte 
Herzinfarkt) 
B. KiscH. Cardiologia (Cardiologia, Basel| 14, 219-224, 
1949. 2 figs. 


In 2 patients who had been under observation over a 
long period and had never shown electrocardiographic 
evidence of myocardial changes, an electrocardiogram 
characteristic of posterior wall infarction was observed 
6 months and 2 weeks, respectively, after the previous 
tracing. There was no history of symptoms suggestive 
of coronary thrombosis in the intervening time, and the 
clinical signs remained unchanged. The author recom- 
mends electrocardiographic examinations at intervals of 
6 months as a routine in people over 50 in order to detect 
cardiac changes which otherwise might remain un- 
recognized. B. Samet 


DISORDERS OF CIRCULATION 
2410. Anticoagulant Therapy 


H. Cumming. Medical Journal of Australia [Med. J 
Aust.) 1, 342-347, March 12, 1949. 3 figs. 


A series of 158 cases of pulmonary thrombosis with 
4 deaths, and a further series of 325 cases of thrombosis 
of the deep veins of the legs, are described. The patients 
were commonly ambulant by the fifth day after onset of 

M—2P 


the thrombosis and anticoagulant therapy was usually 
stopped also on the fifth day. Heparin was given during 
the first 2 days at 4-hourly intervals in doses of 5,000 
units. The first 5 doses were given as a routine, but 
during the next 24 hours heparin was given only if the 
coagulation time fell to below 10 minutes. Dicoumarol 
300 mg. was given on the first, 200 mg. on the second, and 
100 mg. on the third day of treatment. Convincing 
evidence is adduced to show that the majority of pul- 
monary thromboses arise primarily in the lung and not as 
emboli from the leg veins. 

After operation and childbirth an increase in the plasma 
fibrinogen is present. Fibrinogen B is a form of fibrino- 
gen occurring as an intermediate stage between normally 
occurring plasma fibrinogen and fibrin. The presence of 
fibrinogen B in the plasma is considered to be of prime 
importance in the pathology of intravascular thrombosis. 
Additional factors in the causation of thrombosis are 
venous stasis and endothelial changes in the vessel wall 
of traumatic, infective, or degenerative nature. 

Post-operative thrombosis does not occur in the 
absence of fibrinogen B in the plasma except in localized 
varicose veins or after intravenous therapy. Heparin 
is used prophylactically in cases where the following are 
present after operation: (1) confinement to bed; (2) 
pyrexia; (3) low coagulation time: (4) fibrinogen B in 
more than small amounts. It is used as an urgent 
measure where signs and symptoms in legs or lungs are 
present. 

The need for early ambulation is again stressed. 

Geoffrey McComas 


2411. Neutralization of the Anticoagulant Effects of 
Heparin with Protamine (Salmine) 

T. W. PARKIN and W. F. KvALe. American Heart 
Journal [Amer. Heart J.] 37, 333-342, March, 1949. 
5 figs., 24 refs. 


In vitro, 1-5 mg. of salmine sulphate neutralized 1 mg. 
of heparin, and when this ratio was preserved in dog’s 
blood the coagulation time was normal. When heparin 
or salmine was present in excess in vitro the coagulation 
time was prolonged. Jn vivo experiments carried out on 
dogs revealed that salmine sulphate neutralized the 
anticoagulant effect of an intravenous injection of 
heparin in about the same proportion. When 12 mg. of 
heparin per kg. body weight was given intramuscularly 
in Pitkin’s menstruum, 1 mg. of salmine sulphate 
injected intravenously 2 houte and also 2} hours later 
caused the coagulation time to return to normal for 
about 45 minutes. Thereafter it again became prolonged. 

A series of 10 persons were given an intravenous injec- 
tion of 50 mg. of heparin. Fifteen minutes later salmine 
sulphate was injected intravenously in doses of 15 to 
50 mg. over 10 minutes. Doses of 15 to 25 mg. were 
without effect, but with 40 to 50 mg. the coagulation time 
returned to normal within 5 minutes and remained 
normal throughout the 3 hours of the test. [Presumably 
less protamine would be needed if it were given more than 
15 minutes after the heparin.] No toxic effects from the 
administration of the salmine in these amounts to man 
were observed, but from toxicity studies not described in 
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detail here the authors recommend that protamine 
should be administered slowly, over a period of about 
10 minutes. A. Brown 


2412. Use of Vasodilator Drugs and Body Warming in 
Evaluating Peripheral Vascular Disease 

H. D. Green and B. C. Octie. Journal of Applied 
Physiology {J. appl. Physiol.| 1, 663-669, March, 1949. 
3 figs., 9 refs. 


A comparison was made between the vasodilator 
effects of body warming by heat lamps and of the intra- 
muscular injection of tetraethylammonium and benzyl 
imidazoline (“ priscol”). The vascular state was 
estimated by measuring skin temperature with iron- 
constantan thermocouples. Body warming was found to 
be most effective in causing vasodilatation in the hands, 
and tetraethylammonium for producing vasodilatation in 
the feet; benzyl imidazoline was equally effective for both 
hands and feet. The most pronounced vasodilatation 
was obtained with a combination of the methods, there- 
fore the use of 150 mg. or more of benzyl imidazoline 
together with body warming is recommended for the 
relaxation of vasoconstriction. H. E. Holling 


See also Section Pharmacology and Therapeutics, 
Abstract 2220. 
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2413. Anthropathology of Arterial Tension 

B. H. KEAN and J. F. HAMMILL. Archives of Internal 
Medicine [Arch. intern. Med.| 84, 355-362, March, 1949. 
32 refs. 


Many physicians believe that arterial tension rises with 
age and life insurance figures support this view. Others 
hold that the figures at present accepted for the normal 
range are too high, and are raised by the unwitting 
inclusion of hypertensive subjects within the “* normal ”’ 
category. 

One of the authors worked in Panama and felt that his 
experience among Panamanian natives might help to 
answer these two questions. (1) Is the rise in blood pres- 
sure with age physiological or pathological? (2) Is civili- 
zation or the so-called civilizing influence responsible for 
an increase in arterial tension? The literature was sur- 
veyed and is summarized. It appears that in Africa blood 
pressure does not rise with age. This also applies to 
poor Chinese (very small number studied) and to Pana- 
manians, who were the subjects of this study. On the 
other hand, in West Indian negroes living side by side 
with Panamanian natives there was a high incidence of 
hypertension, and pyelonephritis was a common necropsy 
finding. 

The authors conclude that a physiological rise in 
arterial tension from youth to age probably does not 
occur, and that economic status, climate, and superficial 
psychical strain do not appear to be significant factors in 
the genesis of hypertension. A re-evaluation of the 
enormous body of published statistics on arterial tension 
should be made to determine the validity or otherwise of 
the idea that arterial tension rises with age. Accurate 
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and large-scale studies should be made on various races 
to help to elucidate this problem. Dietetic differences 
are being studied to attempt to discover the causes of the 
great difference in incidence of hypertension in Pana- 
manian natives and West Indian negroes resident in 
Panama. John Anderson 


2414. Hypertension and Tachycardia due to Concussion 
of the Brain 

W. RaaB. American Heart Journal [Amer. Heart J.) 317, 
237-248, Feb., 1949. 4 figs., bibliography. 


Two case histories are presented. The first case 
was that of a woman, aged 31, who sustained 
multiple fractures and “‘ concussion ” of the brain. She 
also had a transient left hemiparesis, and blood was 
present in the cerebrospinal fluid. During the next 
2 months frequent observations of the temperature, 
pulse rate, and blood pressure were made. There was a 
sustained rise in systolic and diastolic blood pressure for - 
3 weeks, with a slow return to normal later. Pressor 
and depressor tests showed that these rises were due to 
central irritability. The second case was that of a woman, 
aged 45, who fell on to her head and then became dis- 
orientated and emotionally disturbed. She had par- 
oxysms of simultaneous hyperpyrexia, tachycardia, and 
hypertension. She gradually improved but a year later 
again fell and sustained concussion of the brain. After 
this the paroxysms returned with greatly increased 
frequency. 

The evidence that hypertensive states may have a 
central origin is discussed. In the 2 cases reported 
symptoms and signs resembled those described in cases 
of brain tumour located near the third ventricle, in 
encephalitis or poliomyelitis affecting the upper medulla 
oblongata, and in cases of essential hypertension and 
hypertension produced by phaeochromocytoma. The 
possible relation of these hypertensive states is discussed. 

A. S. Dixon 


2415. Hypertension of Renal Origin in Rats Following 
Less than One Week of Choline Deficiency in Early Life 
W. S. Hartrorr and C. H. Best. British Medical 
Journal [Brit. med. J.) 1, 423-426, March 12, 1949. 
10 figs., 15 refs. 


Griffith and Wade (J. biol. Chem., 1939, 131, 567) and 
others have shown that choline deficiency causes severe 
renal lesions in young rats. The present authors found 
that hypertension developed in all animals in which they 
produced severe residual renal lesions by giving choline- 
deficient diets. 

Weanling albino rats of the Wistar strain weighing 
34 to 42 g. were fed a diet low incholine. The object was 
to produce the greatest degree of renal damage compatible 
with life. The diets were given for varying lengths of 
time; most rats received the ration for 5 to 6 days. 
Control animals were pair-fed with those receiving the 
choline-deficient diet, the same diet being used but 
supplemented with 0-35% choline chloride. Observa- 
tions were made on 62 rats surviving varying degrees 
of the renal haemorrhagic syndrome and on 36 control 
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animals of similar age and weight. Blood pressure was 
determined during the progress of the experiments by the 
method of Sobin. At the end of the period of observa- 
tion the blood pressure was determined directly, the 
animal being anaesthetized with ‘* amytal ”’. 

The findings in the experimental animals were divided 
into three groups, according to the degree of residual 
damage seen microscopically. There were 10 animals 
in the group with severe kidney damage; the average 
blood pressure in this group was 195 mm. Hg and the 
average heart weight was twice normal. In 13 rats 
kidney damage was moderate, the average blood pressure 
being 165 mm. Hg and the average heart weight one-third 
greater than in normal controls. Only slight renal 
damage was found in the remaining 39 animals and no 
significant degree of hypertension developed in members 
of this group. 

In the severely damaged kidneys there was marked 
reduction in the number of glomeruli; some of the 
remaining glomeruli showed thickening of the basement 
membrane whilst others were converted into spheres of 
hyaline material. Many of the tubules were destroyed, 
others were dilated, and many contained large amounts 
of eosinophilic material. The vascular lesions observed 
varied from slight cellular proliferation of the media 
and adventitia of the arterioles to intimal hyalinization 
and necrosis. The severity of the arteriolar lesions 
was related to the degree of elevation of the blood 
pressure. 

“It is concluded that reduction of the glomerular 
capillary bed as a result of choline deficiency was the 
significant factor in determining the degree of 
hyperterision produced. F. A. Langley 


2416. Severe Hypertension with Recovery After Nephrec- 
tomy 

A, I. L. MAITLAND. British Medical Journal (Brit. med. 
J.) 1, 426-428, March 12, 1949. 5 figs., 2 refs. 


A case of severe hypertension with advanced retinitis 
and papilloedema in a woman of 20 is described. In 
July, 1947, illness began with polyuria; from August to 
October she had amenorrhoea, headaches, vomiting, and 
loss of weight; in October she had diplopia on looking 
to the left; in November there were slight drowsiness 
and a little oedema of the ankles. On examination the 
blood pressure was 210/140 mm. Hg, there was paralysis 
of the left external rectus muscle, both fundi showed 
papilloedema and dilated veins, and the left retina showed 
some small haemorrhages and patches of exudate. The 
specific gravity of the urine was 1008; a little albumin 
was present in the urine but no cells or casts. The 
blood urea level was 35 mg. per 100 ml. Intravenous 
pyelography showed poor function of the. left kidney. 
The left retrograde pyelogram was of the small apelvic 
normal type. A differential renal function test con- 
firmed these findings. When spinal analgesia was 
induced to the level of the fourth dorsal segment, the 
blood pressure fell to 140/95 mm. Hg without signs of 
distress occurring; intravenous pyelography then 


revealed no change in function or appearance of the 
kidneys. 
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The left kidney and left adrenal were removed under 
gas—oxygen-ether anaesthesia. The blood pressure fell 
to 115/70 mm. Hg within half an hour. Seven and a half 
weeks after operation the blood pressure was 130/90, 
rising to 140/100 mm. Hg after immersion of the hands in 
ice water. At 6 months the patient had done 4 full 
weeks’ work as a thread spinner. She was symptom 
free, the blood pressure was 120/80 mm. Hg without 
preliminary rest, and her sight was perfect. The left 
kidney showed the histological changes of chronic 
pyelonephritis. The left adrenal was slightly enlarged 
but without histological abnormality. In a muscle 
biopsy carried out to exclude polyarteritis the peripheral 
arterioles showed hyperplasia of the media without 
necrosis or fibrosis. 

The importance of combination of the Volhard—Fish- 
berg renal function test, intravenous pyelography, and 
differential renal function test is stressed. It is stressed 
that both the intravenous pyelogram and differential 
function test must show similar trends before the renal 
region is explored with a view to nephrectomy. High 
spinal analgesia was induced to discover whether the 
excretion of “ pyelosil’’ would be thus affected. If 
this had occurred the surgical attack would have been 
directed at the thoracic ganglia and splanchnic nerves on 
the left side. F. A. Langley 


2417. The Labile Neurogenic Component of Hyper- 
tension. A Comparison of the Effects of Tetra-ethyl- 
ammonium Bromide and a Rapidly Acting Barbiturate 
(Seconal) 

J. L. Frew and M. L. RoseNHem. Clinical Science 
[Clin. Sci.] 7, 217-229, April, 1949. 5 figs., 20 refs. 


In hypertensive patients the blood pressure varies 
widely as a result of external stimuli and emotional 
disturbances, and sedation with barbiturates is now 
extensively used as a means of securing basal blood- 
pressure readings comparable with those during normal 
sleep. The autonomic ganglionic blocking agent tetra- 
ethylammonium bromide (TEAB) causes a transient fall 
in blood pressure in hypertensive patients; and a com- 
parison was made of the effects of 500 mg. of TEAB 
intravenously and of 3 to 6 gr. (0-2 to 0-4 g.) of “ seconal ” 
on the minimum diastolic blood pressure in 41 patients 
with hypertension. The minimum diastolic pressures 
recorded with each drug were almost identical. It is 
suggested that both drugs act upon the neurogenic 
element of hypertension at different points of the reflex 
arc concerned. No difference was found in the re- 
sponses to these drugs of patients with essential hyper- 
tension and those with hypertension secondary to chronic 
renal disease, but the neurogenic element appears to be 
of little significance in the latter condition. 

R. A. Gregory 


2418. Pathogenesis of Essential Hypertension 
F. H. Smirk. British Medical Journal [Brit. med. ..] 
1, 791-799, May 7, 1949. Bibliography. 


See also Section Pathology, Abstract 2265. 
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Disorders of the Blood 


2419. The Phenomenon of Leukergy 
L. Fieck and Z. MurRCZYNSKA. Archives of Pathology 
[Arch. Path.] 47, 261-272, March, 1949. 2 figs., 5 refs 


Leukergy is the name given by Fleck in 1942 to the 
agglomeration or clumping of leucocytes in citrated 
blood. The leukergy test is carried out as follows. A 
solution of 3-8% sodium citrate is added to a sample of 
venous blood and the mixture incubated for a consider- 
able time. After mixing, a drop is placed on a slide, 
allowed to dry, and stained with Wright’s stain or fixed 
by heat and stained with methylene blue. 

Normal healthy blood treated in this way shows the 
usual scattered distribution of leucocytes. In samples 
taken from patients with various febrile diseases the blood 
films show agglomeration or clumping of the leucocytes, 
the cells tending to form cytologically homogeneous 
groups. In most instances the clumping involves chiefly 
polymorphonuclear leucocytes, the neutrophils and 
eosinophils forming different groups. This effect is seen, 
for example, in toxic dermatitis. Clumping of lympho- 
cytes and monocytes is less frequently seen, but appears 
in some conditions—for example, in typhus. 

Fever need not be present, for the blood of convalescent 
patients with normal body temperature still gives positive 
results. Typical leukergy is also seen in later stages of 
normal pregnancy and in infants some weeks old. 

The phenomenon of leukergy can be experimentally 
produced by intravenous injection of Gram-negative 
bacteria or their endotoxins or by an_intrapleural 
injection of turpentine. Experiments in rabbits showed 
that the appearance of leukergy was not related to a rise 
in phagocytic activity Experiments also showed that the 
phenomenon of leukergy is independent of the presence 
of platelets. 

The study of white cell counts in relation to leukergy 
suggests that white blood cells that are increasing in 
number are most susceptible to agglomeration—for 
example, lymphocytes in increasing lymphocytosis. 
The authors consider that the homogeneous clumping 
may be a type of auto-agglutination, as the groups con- 
sist of cells possessing the same specific serologically 
distinct antigens. In a case of acute myeloid leukaemia 
the myeloblasts formed separate groups, while the more 
mature granulocytes, beginning with myelocytes, formed 
into mixed clumps. Previous work has shown the 
existence of a specific antigen of myeloblasts. The 
authors, however, cannot dismiss the possibility that this 
cell grouping may resemble rouleaux formation of 
erythrocytes or clumping of thrombocytes which are 
probably phenomena of a non-serological type. 

The occurrence of leukergy in infectious diseases sug- 
gests that leukergy counts may be of clinical value, and 
the cytological selectivity shown indicates a possible 
usefulness in the study of pathogenesis. 

R. P. Foggie 


2420. Familial Panmyelophthisis. Fanconi Syndrome 
in Adults 

K. Rour. Blood [Blood] 4, 130-141, Feb., 1949. 7 figs., 
6 refs. 


This is an: account of a hypoplastic type of anaemia 
occurring in two brothers, in each of whom it became 
apparent at about the age of 20. The elder brother died, 
but in the younger one the condition appeared to have 
become stabilized after a splenectomy, although no treat- 
ment except transfusion appeared to be of any definite 
benefit. Abnormal pigmentation of the skin and pains 
in the bones occurred in both cases and there was some 
degree of infantilism in the younger brother. The 
author believes the condition to be similar to Fanconi’s 
syndrome, hitherto described only in children. - 

P. C. Reynell 


2421. Extramedullary Blood Production 
C. M. PLum. Blood [Blood] 4, 142-149, Feb., 1949. 
21 refs. 


A search was made for foci of extramedullary blood 
formation in various organs and tissues from 79 foetuses, 
13 young children, and 2 adults. The results are given 
in tabular form and confirm the findings of others that 
erythropoiesis occurs in the foetus in a wide variety of 
tissues including the breast, prostate, and soles of the 
feet. In the mammary gland it is more pronounced in 
the female than in the male. It is suggested that there 
may be a connexion between the location of haemo- 
poietic foci and the liability of cancer in these locations 
to metastasize in bone, especially in the case of the 
mammary gland and prostate. L. J. Davis 


2422. Experiences with Nitrogen Mustard Therapy 
C. C. SHULLENBERGER, C. H. Warkins, and R. R. 
KIERLAND. Journal of the American Medical Association 
[J. Amer. med. Ass.] 139, 773-777, March 19, 1949. 
6 refs. 


The primary object of this study was to determine 
whether nitrogen-mustard therapy is effective in long- 
standing cases of lymphoblastoma that have become 
resistant to deep x-ray treatment. The course of 
treatment recommended consists of 0-1 mg. methyl-bis- 
(8-chloroethyl)amine hydrochloride per kg. of body 
weight injected intravenously on 4 consecutive days. 
The simultaneous administration of 150 to 200 mg. of 
pyridoxine hydrochloride often reduces the severity of 
the nausea and vomiting. In the present study a few 
minor deviations from this scheme have been made in 
some instances. Second courses of treatment have 
usually been given 4 to 6 weeks after the initial treat- 
ment in those cases in which the blood-cell counts were 
satisfactory 

Despite temporary subjective improvement in some 
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instances, 18 cases of advanced Hodgkin’s disease pro- 
gressed unfavourably during nitrogen-mustard therapy. 
In 10 cases of lymphosarcoma the results were rather 
more satisfactory, 2 patients having a complete remission 
for some months, while partial success was obtained in a 
further 2 patients. A few cases of mycosis fungoides, 
leukaemic reticulo-endotheliosis, malignant neoplasm, 
and polycythaemia vera are reported in which incon- 
clusive results were obtained. H. Payling Wright 


2423. Investigations on the Cause and Treatment of 
vere Jaundice in Mules. Its Relation to Haemolytic 
Disease of the Newborn. (Recherches sur la cause et 
le traitement de l’ictére grave des muletons. Ses rapports 
avec la maladie hémolytique des nouveau-nés) 
—.CAROLI. Revue de Pathologie Comparée et d’ Hygiéne 
générale [Rev. Path. comp.] 49, 164-172, Feb., 1949. 


Mules not infrequently suffer from severe jaundice 
at birth. This jaundice is not due to a protozoal infec- 
tion. The mare giving birth to the mule often shows 
evidence of jaundice, and the serum of such mares 
contains anti-ass agglutinins, whereas that of non- 
jaundiced mares seldom includes them. Coombs’s test 
on young jaundiced mules is positive. Cases of jaundice 
in newborn mules have been cured by ordinary trans- 
fusions or exchange transfusion. G. M. Findlay 


2424. Osmotic Resistance of Erythrocytes in Normal 
Subjects and in Patients with Various Diseases. (I 
valori della resistenza osmotica delle emazie nei soggetti 
normali e in malati di forme morbose varie) 

E. StLvesTRONI and F. FaArrRoni. Policlinico, Sez. 
Medica [Policlinico, sez. med.] 56, 1-9, Jan.—Feb., 1949. 
1 fig., 6 refs. 


The fragility of erythrocytes was estimated in 100 
healthy men and 100 healthy women. The maximal 
osmotic resistance varied between 0-3 and 0-4% and the 
minimal resistance between 0-4and 0-5% sodium chloride, 
while the respective peaks were at 0-34 and 0-46%. There 
was no difference between the sexes in osmotic resistance. 
More than 1,000 patients with various diseases were 
examined, and the erythrocyte resistance was not found 
to vary appreciably. In 50 patients the resistance had 
shifted towards the 0-26 to 0-4% range. Of this group 
4 had pneumonia, 5 tuberculosis, 4 pleurisy, and 27 dis- 
orders of the haemopoietic system other than haemolytic 
anaemia. In most cases the resistance became normal 
with clinical improvement or cure. E. Neumark 


2425. Observations on the Acceleration of Erythrocyte 
Sedimentation Rate in some Aplastic Disorders of the 
Bone Marrow. (Contributo alla conoscenza del mec- 
canismo di accelerazione della velocita di sedimentazione 
in talune mielopatie aplastiche) 

A. Marmont and R. CaTALpI. Pathologica [Patho- 
logica] 41, 6-18, Jan.—Feb., 1949. 2 figs., bibliography. 


The erythrocyte sedimentation rate is mainly influenced 
by factors originating in ‘the erythrocytes, but factors 


originating in the plasma may also contribute. The 
case of a boy of 17 with idiopathic aplastic anaemia is 
described. There were anaemia and neutropenia, and 
the bone marrow showed severe hypoplasia of the 
erythroid and myeloid portions and hyperplasia of the 
bone-marrow reticulum with many plasma cells. In the 
plasma the amounts of the various globulin fractions were 
increased. Sedimentation tests were made by mixing 
the patient’s erythrocytes and plasma and a healthy 
subject’s erythrocytes and plasma in all possible combina- 
tions. The highest values were obtained in the test 
involving normal cells and plasma from the patient. This 
is ascribed to hyperproteinaemia. The very high 
sedimentation rates often obtained in aplastic anaemia 
are probably due to both corpuscular and plasmatic 
factors. E. Neumark 


2426. Bone Marrow Nutrition in Relation to the Phago- 
cytic Activity of Blood Granulocytes 

C. A. Mitts. Blood [Blood] 4, 150-159, Feb., 
1 fig., 3 refs. 


A technique is described for measuring the phagocytic 
activity of the blood granulocytes in young rats and 
guinea-pigs. With this technique it was found that 
phagocytic activity for a non-pathogenic microbe, 
Micrococcus candidus, was significantly impaired when 
the test animals were fed on diets deficient in any of the 
following: aneurin, riboflavin, pyridoxine, pantothenic 
acid, choline, vitamin C, and protein. In each instance 
the dietary deficiency causing defective phagocytosis 
was sufficient to retard growth. The effect of a faulty 
diet, or of a restoration to normal after a period of 
malnutrition, alters the phagocytic activity of the leuco- 
cytes only after a lag of 2 or 3 weeks. It is therefore 
concluded that these cells are susceptible to nutritional 
faults only during their early nena period in the 
bone marrow. L. J. Davis 


1949. 


2427. Oxygen Saturation of Sternal Marrow Blood with 
Special Reference to Pathogenesis of Polycythemia Vera 
L. BERK, J. H. BURCHENAL, T. Woop, and W. B. CASTLE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 316-320, 
Nov., 1948. 1 fig., 12 refs. 


The two studies recorded here were designed to investi- 
gate the theory that polycythaemia vera is due to a focal 
anoxia of the bone marrow. The carbon dioxide con- 
tent, oxygen content, oxygen capacity, and pH of blood 
obtained by sternal puncture, and also the oxygen content 
and oxygen capacity of peripheral arterial and venous 
blood, were measured. In the first study blood from 
bone marrow was obtained by using suction, and 
Wintrobe’s dry oxalate mixture was employed as anti- 
coagulant. In the second study, no suction was used 
and heparin was the anticoagulant. No significant 


differences were demonstrated in either study between 
normal subjects, convalescent controls, anaemic patients, 
and patients with polycythaemia vera. The unsaturation 
found in the marrow blood in secondary polycythaemia . 
was probably the result of the unsaturation of the 
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arterial blood. In the first study, results in cases of 
increased leucopoiesis (in polycythaemia and leukaemia) 
suggested that local oxygen utilization was increased 
relative to the blood flow in the bone marrow. The 
techniques used were inadequate for the required pur- 
pose, as shown by the inability to demonstrate an anoxic 
stimulus to increased erythropoiesis in patients with 
chronic anaemia. J. Maclean Smith 


See also Sections Pathology, Abstract 2306; and 
Digestive Disorders, Abstract 2483. 
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2428. Recent Studies on Erythrocyte Fragmentation in 
Cooley’s Anaemia, and its Significance in Pathogenesis of 
the Latter. (Ulteriori ricerche sulla frammentazione 
eritrocitaria (schistomicrocitosi) nell’anemia di Cooley, 
e suo valore nella patogenesi della stessa) 

A. MARMONT and V. BIANCHI. Haematologica [Haema- 
tologica] 32, 161-179, 1948. 6 figs., bibliography. 


In 15 patients with Cooley’s anaemia (mostly with 
severe anaemia) the number of fragmented erythrocytes 
was estimated in supravitally stained preparations and the 
number of schisto-microcytes in fixed smears. In most 
cases the erythrocyte resistance was considerably altered, 
usually to 0-26 to 0-54% sodium chloride. The number 
of fragmented erythrocytes varied between 20 and 55%, 
and of schisto-microcytes between 11 and 37%. Cooley’s 
anaemia is probably an erythronoclastic anaemia. 

E. Neumark 


2429. Clinical Experience with Oral Administration of 
Two Organic Compounds ofIron. (Klinische Erfahrungen 
mit oraler Applikation von zwei organischen Eisen- 
praparaten) 

H. Lupin. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 79, 272-277, March 26, 1949. 
9 figs., 17 refs. 


Ferrous gluconate and _ ferrous were 
administered orally. Both are satisfactorily absorbed, 
as shown by determinations of the iron content of the 
serum in load tests. Both have the same effect on 
haemopoiesis, but the gluconate (‘‘ferronicum’’) is 
well tolerated by the digestive system in doses of two 
tablets three times daily (120 mg. Fet++), whereas 
equivalent doses of the formate sometimes cause 
digestive disturbances. 

G. Hemmeler (Excerpta Medica) 


2430. Macrocytic Anemia of Pregnancy Refractory to 

Vitamin B,, Therapy; Response to Treatment with Folic 

Acid: Report of Case 

L. A. Day, B. E. HALL, and G. L. Pease. Proceedings 

of the Staff Meetings of the Mayo Clinic [Proc. Mayo 

Clin.] 24, 149-157, March 30, 1949. 3 figs., 21 refs. 
The case is described of a pregnant woman, aged 27, 


who was found to have a severe megaloblastic anaemia 
and free hydrochloric acid in her gastric juice. Injections 


of liver extract produced no response and blood trans- 
fusions were necessary. Vitamin B,, was then adminis- 


tered parenterally, a total of 27-5 yg. being given during 
8 days. This appeared to accentuate the patient’s 
tendency to vomiting, but resulted in no clinical or 
haematological improvement. This treatment was then 
replaced by injections of pteroylglutamic (folic) acid in 
an initial dose of 30 mg. followed by daily injections of 
15 mg. A peak reticulocytosis of 18% occurred on the 
sixth day of treatment and was followed by a progressive 
rise in the erythrocyte count. On the ninth day the 
sternal marrow had reverted to normoblastic erythro- 
poiesis. The clinical response was prompt and striking. 
The delivery and the puerperium were uneventful. — 
In view of suggestions that have been made that endo- 
crine imbalance may be an aetiological factor in megalo- 
blastic anaemia of pregnancy, attention is drawn to the 
abnormal pattern of urinary hormones, which were 
assayed 5 days before delivery. Abnormally low values 
were obtained for 17-ketosteroids and oestrogen, but a 
high normal level of chorionic gonadotrophins was found. 
[This paper is of interest in that it provides support for 
the view, arising from recent reports of clinical observa- 


tions and animal experiments, that folic acid and vitamin” 


B,». have independent functions, and that megaloblastic 
erythropoiesis may result from a deficiency of either or 
both of these substances.] L. J. Davis 


2431. The Importance of Protein Deficiency in the 
Clinical Course of Pernicious Anaemia and Increase in its 
Incidence. (Die Bedeutung des Eiweissmangels fiir 
Verlauf und Zunahme der perniziésen Anadmie) 

H. OverKamp. Deutsche Medizinische Wochenschrift 
[Dtsch. med. Wschr.| 74, 488-492, April 22, 1949. 
4 figs., 28 refs.- 


Referring to his own observations in Germany, 
between 1937 and 1948, on 91 atypical cases of pernicious 


anaemia, the author notes a considerable increase since - 


1946 in the number of cases with a syndrome charac- 
terized by a low serum bilirubin level, low colour index, 
very pronounced leucocytopenia and thrombocytopenia, 
and hypoproteinaemia. The clinical data pertaining to 
several representative cases are tabulated and described. 
To differentiate the disease from aplastic anaemia and 
panmyelophthisis sternal puncture was carried out. 
The cases seen by the author responded sluggishly to 
optimal liver therapy, but there was a rapid improvement 
in some cases after blood transfusion and cystine therapy. 
An increase in the incidence of the disease is also ascribed 
to the prevalence of low-protein diets during the war and 
in the post-war period. H. P. Fox 


2432. Cells of the Megakaryocyte Series in Pernicious 
Anemia: in Particular, the Effect of Specific Therapy 
R. D. Epstein. American Journal of Pathology (Amer. 
J. Path.) 25, 239-251, March, 1949. 4 figs., 15 refs. 


The bone marrow was studied in 5 cases of pernicious 
anaemia. Apart from megakaryoblasts, promegakaryo- 
cytes, and lymphoid, intermediate, and adult mega- 
karyocytes, multinucleated cells of the megakaryocyte 
series have been distinguished as young, intermediate, 
and mature polykaryocytes which contain from 2 to about 
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10 nuclei. Polykaryocytes increase in size with growing 
maturity, and are usually larger than the mononuclear 
megakaryocytes. Before remission there were usually 
from 49 to 68% of polykaryocytes, and during remission 
up to 11%. The percentage of mononuclear megakaryo- 
cytes rose with the onset of remission from about 30 to 
about 96%. The total number of megakaryocytes 
varied from 128 to 670 per million nucleated marrow cells 
—the normal figure. In case 4, in which there was 
peripheral thrombocytopenia, 83% of megakaryocytes 
apparently formed platelets, but during remission 
platelet-forming cells constituted only 42%. One case 
was at first treated by blood transfusion, but this did not 
influence the number of polykaryocytes. It is suggested 
that a decrease in the number of polykaryocytes follows 
only adequate anti-pernicious-anaemia therapy. 
E. Neumark 


2433. Paroxysmal Cold MHaemoglobinuria of Non- 
syphilitic Type 

L. K. MALLEy and M. D. Hickey. Lancet [Lancet] 1, 
387-390, March 5, 1949. 23 refs. 


The authors give a detailed account of a case of 
paroxysmal haemoglobinuria occurring in a male aged 
69 years and which was unassociated with either clinical 
or serological evidence of syphilis. The patient was 
studied over a period of 4 years. The Donath—Land- 
steiner reaction was negative, but an auto-agglutinin of 
high titre, active at room temperature and more strongly 
active at low temperatures, was consistently present. 
One attack of haemoglobinuria was spontaneous and 
occurred on a very cold day whilst the patient was in 
hospital. Further attacks were induced by the immersion 
‘of the extremities in cold water (Rosenbach test). Spon- 
taneous attacks of haemoglobinuria after. the patient’s 
discharge from hospital occurred over 4 years, coming 
on during the winter months and on exceptionally cold 
days in the summer months. The patient died of urinary 
obstruction and infection due to prostatic enlargement; 
his erythrocyte count a few days before death was 
1,730,000 per c.mm. with a haemoglobin level of 5-6 g. 
per 100ml. Over the 4 years of investigation the erythro- 
cyte count had varied between 2,910,000 and 3,720,000 
per c.mm. with corresponding haemoglobin values of 
55 to 85% (16 g. = 100%). His red cell fragility was 
within normal limits but an increased susceptibility to 
mechanical trauma was demonstrated. A _ detailed 
account of the post-mortem findings is given. 

R. Winston Evans 


2434. March Haemoglobinuria 
M. LupraN and J. SakuLa. Lancet [Lancet] 1, 435-438, 
March 12, 1949. 1 fig., 18 refs. 


Three cases are reported of haemoglobinuria after 
vigorous exercise in the upright position in healthy young 
men. Laboratory findings were normal except for 
anaemia in one and a low plasma ascorbic acid level in 
all. After saturation of the subjects with ascorbic acid, 
haemoglobinuria could not be produced. 

Marjorie Le Vav 


2435. The Laboratory Diagnosis of Sickle Cell Anemia 
with Special Reference to the Diagnostic Parameter 

H. M. Perr. Blood [Blood] 4, 179-185, Feb., 1949. 
1 fig., 33 refs. 


The author reviews briefly the various methods 
described for the detection of sickling in the diagnosis 
of sickle-cell anaemia, including that devised by Burch 
and Windsor in 1944, based on the finding that in this 
condition the erythrocyte sedimentation rate (E.S.R.) is 
increased after exposure of the blood to oxygen, and 
decreased after exposure to carbon dioxide. These 
workers found that sickle-cell anaemia was present in 
98% of cases when the difference between the E.S.R. of 
blood saturated with carbon dioxide and that of blood 
saturated with oxygen (“the diagnostic parameter ’’), 
was 27 mm. or more in one hour. Using a modification 
of this method, the author examined the blood of 250 
patients, making 307 estimations of the diagnostic 
parameter and also making sickle-cell preparations by 
the hanging-drop and moist-stasis methods. The 
diagnostic parameter was 27 mm. or more in one hour in 
10 cases (4%); of these patients 1 had acute sickle-cell 
anaemia, 7 showed sickling without anaemia, and 2 
showed no sickling. Of 15 patients with the sickling 
trait 8, including the only one with acute sickle-cell 
anaemia, had a diagnostic parameter above 27 mm. in 
one hour. The author concludes that a high parameter 
is “‘ highly indicative of sickling ’’, but that this test does 
not help in the differential diagnosis between sickle-cell 
anaemia and sickling per se. Wilfrid E. Hunt 
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2436. O0cstrogens and Platelets (Clinical and Experi- 
mental Researches). (Estrogeni e piastrine. (Ricerche 
cliniche e sperimentali) ) 


Larizza and A. CioFFARI. Haematologica |[Haemato- 


logica] 32, 333-358, 1948. 14 figs., 48 refs. 


Because thrombocytopenic purpura is so much more 
common in women, the authors investigated the influence 
of oestrogen preparations on the platelet counts in 10 
patients receiving the hormones for various disorders not 
arising from the genital system. Thrombocytopenia was 
not observed with moderate doses and even after an 
intravenous injection of 40 mg. there was a fall only to 
100,000 per c.mm. and lasting only for 2 hours. These 
experiences were confirmed in animal experiments. 

E. Neumark 


2437. The Thrombin and Prothrombin Content of 
Serum, and the Quality of Fibrinogen and Fibrin. (Teneur 
du sérum en thrombine, en prothrombine et qualité du 


- fibrinogéne et de la fibrine) 


A. FreHrerR. Sang [Sang] 20, 348-352, 1949. 


A definite minimum amount of thrombin is needed to 
coagulate a definite amount of fibrinogen, but of the 
thrombin formed in the plasma during coagulation some 
is used to coagulate fibrin, some is adsorbed on to the 
fibrin, and some passes into the serum. Of the pro- 
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thrombin, 20% gives rise to the thrombin needed for the 
first purpose, 50% for the second, and 30% remains 
unused in the serum (venous blood). In the presence of 
an excess of thromboplastin there is no free thrombin or 
prothrombin in the serum. In venous haemophilic 
blood, 20% of the prothrombin gives rise to the thrombin 
needed to coagulate the fibrinogen and 80% remains in 
the serum; none is adsorbed by the fibrin. But in 
capillary blood, or in blood with a little added thrombo- 
plastin, 30% of the prothrombin is used for thrombin that 
is adsorbed by the fibrin, while in the presence of excess 
of thromboplastin neither thrombin nor prothrombin 
remains free in the serum. It has been shown that in 
haemophilia the fibrils of fibrin are thicker and longer 
than normal; and the author holds that this essential 
peculiarity of the disease is due to abnormality of the 
plasma, as is shown by the fact that it is rectified when 
thromboplastin is added in excess. A. Piney 


2438. Late Thromboplastin Capacity of Plasma and 
Prothrombin Stability in Some Haemorrhagic Diatheses. 
(“ Potere tromboplastinico tardivo del plasma” 
e “stabilita protrombinica” in alcune diatesi emor 
ragiche) 

R. BREDA. Haematologica [Haematologica] 32, 29-50, 
1948. 3 figs., 13 refs. 


Plasma from 3 patients with thrombocytopenic pur- 
pura, | with haemophilia, and 2 with hypothrombinaemia 
was divided into a sedimented portion rich in platelets, 
and a centrifuged one with very few platelets. The 
prothrombin and the thromboplastic activity of the 
fractions were examined up to 120 hours after obtaining 
the specimen. In normal cases the thromboplastic 
activity of sedimented plasma increased more than 
twofold between 24 and 48 hours after its isolation, but 
all other values decreased with the age of the prepara- 
tion. In the patients rather similar results were obtained, 
but in thrombocytopenia the prothrombin activity fell 
much more quickly. After blood transfusions or 
courses of vitamin K the results were slightly better. 

E. Neumark 


2439. Thrombelastography in the Differential Diagnosis 
of Haemorrhagic Diatheses. (Die Thrombelastographie 
in der Differentialdiagnose der hamorrhagischen Dia- 
thesen) 

H. HArtTertT. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 79, 318-322, April 9, 
1949. 1 fig., 14 refs. 


The author has described elsewhere his technique for 
measurement of thrombus elasticity (Klin. Wschr., 
1948, 37-38, 577) and here discusses the role of this 
measurement in the diagnosis of haemorrhagic diseases. 
Thrombus elasticity was fairly constant in the blood of 
normal individuals and was not diminished in the blood 
of patients suffering from lack of clotting factors in 
plasma, except in fibrinopenia. In certain cases of 
purpura, usually when the condition is clinically active, 
thrombus elasticity is most markedly diminished, and 
the author believes that it is a direct indication of the 


thrombin-forming activity of the platelets, which may be 
to a considerable extent independent of the total platelet 
count. For example, in one case of thrombocytopenic 
purpura clinically cured by splenectomy thrombus 
elasticity was rather high in spite of mild persistent 
thrombocytopenia. The author therefore believes that 
this is a certain method of diagnosing ** thrombopathic ” 
purpuras and that in these conditions formation of a 
mechanically weak clot is the cause of the haemorrhagic 
manifestations. The diagnosis of ‘* thrombopathic ” 
purpura should be based on increase in bleeding time, 
reduction in thrombus elasticity, and changes in the 
granules within the platelets. Thrombocytopenia and 
splenomegaly are variable. The author believes that 
ordinary methods of measuring clot retraction contain 
so many sources of error that the results are not com- 
parable in accuracy to those obtained by ‘‘ thrombelasto- 
graphy ”’. P. C. Reynell 


2440. A Protamine Titration as an Indication of a Clot- 
ting Defect in Certain Hemorrhagic States 

J. G. ALLEN, P. V. MOULDER, R. M. ELGHAMMER, B. J. 
GROSSMAN, C. L. MCKEEN, M. SANDERSON, W. EGNER, 
and J. M. Crossie. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 34, 473-476, April, 1949. 
2 refs. 


In certain haemorrhagic states the blood is abnormally 
susceptible to the effects of added heparin. The clotting 
defect may be measured by rendering blood specimens 
incoagulable by the addition of a standard amount of 
heparin, and then “ back-titrating ’’ with standard anti- 
heparin (protamine sulphate) to a clotting end-point. 
The results may be much influenced by any factor which 
can prolong the whole-blood clotting time. Details are 
given of the method employed for protamine titration. 

A. W. H. Foxell 


2441. Enzyme Studies on Human Blood. III. Effect of 
Plasma Proteins on Coagulation 

G. Y. SHinowarRA. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 34, 477-481, April, 1949. 
2 figs., 13 refs. 


In a system of fibrinogen fractions (79 to 80% purity) 
in citrate-phosphate buffer (pH 7-2; 7/2, 0-129), albumin 
definitely lowers, Fractions II-III and IV-1 elevate, and 
Fraction IV-4 and hemoglobin slightly depress the 
clotting times. The significance of these findings with 
fibrinogen fractions prepared by the low salt-low 
temperature-ethanol principle is discussed.—[Author’s 
summary.] 
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2442. The Modes of Onset of Acute Leukaemia. (Les 
débuts hématologiques des leucoses malignes) 
J. MALLARME. Sang [Sang] 20, 429-433, 1949. 11 refs. 


Three cases are described in which the onset of acute 
leukaemia took the form of a non-specific anaemia of 
semi-aplastic type. In one case there was an interval of 
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8 months between the discovery of a hypoplastic marrow 
and the finding of leukaemic cells in a specimen of marrow 
obtained by sternal puncture, the patient having been well 
in the interval. A, Piney 


2443. Haemorrhagic Syndromes in Leukaemia. (Les 
aspects du syndrome hémorragique des leucémies) 

P. CroizaAT and J. Favre-Gitty. Sang [Sang] 20, 
417-421, 1949. 2 figs., 1 ref. 


Haemorrhages in acute leukaemia are usually attri- 
butable to thrombocytopenia, but among 13 cases seen 
by the author there was the additional factor of fibrino- 
penia, which was supposed to be due to widespread 
damage to the reticulo-endothelium. A. Piney 


2444. Acute Leukaemia with Typical Monocytes. (Leu- 
cose 4 monocytes typiques 4 évolution rapide) 

P. CHEVALLIER and J. P. GLAUNES. Sang [Sang] 20, 
422-427, 1949. 


. Leukaemia in which the predominant cells are typical 
monocytes is alleged to be extremely rare, but in the 
case described there were more than 50% of these cells in 
the blood. The peroxidase reaction was positive in some 
of these elements, and the case is regarded as being one 
of the Naegeli type of monocytic leukaemia. 

A. Piney 


2445. Urethane and its Combination with X-ray Therapy 
in Human Leukaemias. (L’uréthane et son association a 
la radiothérapie dans les leucémies humaines) 

P. Dustin. Revue Belge de Pathologie et de Médecine 
Expérimentale [Rev. belge Path.] 19, 115-174, March, 
1949. 11 figs., bibliography. 


Urethane, which slows the mitotic rhythm of abnormal 
leucocytes, was given to 14 patients with chronic myeloid 
leukaemia, sometimes in conjunction with courses of 
xrays. The patients improved temporarily and total cell 
counts quickly returned to normal levels, the number of 
immature myeloid cells and of polymorphonuclears 
decreasing. In the bone marrow the numbers of early 
myeloid cells and of polymorphonuclears and myelocytes 
decreased and the erythropoietic portion regenerated; 
occasionally the myelogram changed so much that it was 
no longer diagnostic of leukaemia. Resistance to 
urethane sometimes developed; it was similar to resist- 
ance to x rays, though quite independent of the latter. 
It is pointed out that combinations of both forms of 
treatment can induce a remission even in cases resistant 
to x rays and to urethane, and that terminal crises cannot 
be avoided by any form of treatment. Only 2 of 11 
patients with lymphatic leukaemia reacted favourably, 
and 4 were urethane-resistant during the first course. 
One of 2 patients with acute monocytic leukaemia of 
Schilling’s type developed anaemia, neutropenia, and 
thrombocytopenia. This fatal aplasia may have been 
due to the urethane. In the other case the number of 
leucocytes fell and that of erythrocytes rose, but this did 
not prolong life. Urethane has radiomimetic effects 
and is a mitotic poison. The changes in maturation are 
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due to a decrease in the rate of mitosis. The special 

sensitivity in any particular case cannot be predicted, 

and the chances of marrow aplasia cannot be assessed. 
E. Neumark 


See also Section Pathology, Abstract 2263. 
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2446. A Tuberculin-neutralising Factor in the Serum of 
Patients with Sarcoidosis 

A. Q. WELLS and J. A. H. Wyte. Lancet [Lancet] 1, 
439-441, March 12, 1949. 7 refs. 


The authors found that blood serum from certain 
patients suffering from clinically diagnosed sarcoidosis 
contains a factor capable of neutralizing “* old tuber- 
culin ’’ so that the latter no longer evokes a skin reaction 
in tuberculin-sensitive subjects, or of modifying the action 
of the tuberculin so that only a diminished reaction 
results. The test is of no use for diagnosis of sarcoidosis, 
however, because the neutralization phenomenon occa- 
sionally occurs with normal serum or with the sera 
of patients suffering from other diseases; moreover, 
neutralization may not take place if the sarcoidosis is 
relatively inactive, as, for example, during a spontaneous 
remission of the disease or after effective radiotherapy. 

A similar tuberculin-neutralizing factor has been 
demonstrated in the serum of some patients with leish- 
maniasis, and it would thus seem to be a feature of 
diseases which have as a pathological characteristic the 
mobilization of epithelioid cells. It may, therefore, be 
present in berylliosis. 

Electrophoretic fractionation of serum from cases of 
sarcoidosis shows that the tuberculin-neutralizing factor 
is allin the y-globulin. It is heat-labile and is unaffected 
by soya-bean antitrypsin, thus differing from fibrinolysin. 
The point is of interest because fibrinolysin can neutralize 
the ability of other antigens, such as pollen, to cause a 
skin reaction in a sensitive subject. The tuberculin- 
neutralizing factor in sarcoidosis, on the other hand, does 
not affect these antigens. The presence of the factor in 
the y-globulin is noteworthy, for in many cases of sar- 
coidosis a proportional increase in serum globulin has 
been observed. It would be of great interest to know 
whether the tuberculin-neutralizing factor is present in 
other conditions associated with a rise in serum globulin. 

John Forbes 


2447. Reticuloendothelial Granulomatosis. Report of 
Two Cases of Hand—Schiiller—Christian Disease 

A. J. BLANCHARD and F. H. Boone. American Journal 
of Diseases of Children [Amer. J. Dis. Child.] 76, 1-13, 
July, 1948. 5 figs., 10 refs. 


Two cases of reticulo-endothelial granulomatosis are 
presented and considered to be examples of Hand- 
Schiiller—Christian disease. 

The first patient was a 6-month-old girl who had had a 
painless swelling behind the left ear for 5 weeks. She 
was listless, anaemic, and febrile. There was a leuco- 
cytosis with a generalized lymph-node enlargement. 
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Six weeks later two lumps were found in the skull and 
radiographs revealed widespread areas of rarefaction in 
the skeleton. Biopsy of one of the cranial lesions showed 
a diffuse granuloma with proliferating macrophages, 
giant cells, polymorphonuclears, eosinophils, and plasma 
cells. She died 164 months after the onset of symptoms. 
At necropsy the body was emaciated, the spleen moder- 
ately enlarged with a mottling of white areas against a 
purple background, the mesenteric lymph nodes also 
moderately enlarged, and the marrow cavity of the femur 
filled with pale, firm, greyish-yellow tissue. Histologi- 
cally there was a granulomatous infiltration of the 
marrow with reticulo-endothelial cells or macrophages, 
several having two or three nuclei. Some of these cells 
closely simulated the Sternberg-Reed cells of Hodgkin’s 
disease. Eosinophils, plasma cells, and lymphocytes 
were present. Ina number of foci the central areas were 
necrotic, The lesions in the spleen, almost confined to 
the Malpighian follicles, and in the lymph nodes were 
essentially similar. Typical foam cells were not recog- 
nized in any of the lesions. 

The second patient was a boy of 24 years, who for a 
year had a generalized papular rash. On admission a 
purulent discharge was seen coming from the right ear 
and he was febrile. After several weeks a completely 
necrotic mass was found in the right temporal region. 
Radiographs showed numerous destructive lesions in 
the skull and the right 4th rib. Biopsy examination of a 
piece of rib revealed appearances typical of Hand- 
Schiiller—Christian disease. The lesion was granuloma- 
tous and no foam cells were present. Lesions appeared 
in the right femur, mandible, and pelvis and exoph- 
thalmos developed. The blood cholesterol level on 
April 24 was 230 mg. and, on August 11, 170 mg. per 
100 ml. Death occurred 20 months after the onset of 
symptoms. At necropsy numerous round tumour-like 
masses were found in the skull. Sessile masses were 
also present on the inner surface of the dura. The right 
4th rib was occupied in its middle by putty-like tissue. 
The lungs were almost entirely consolidated. Histo- 
logically, tissue from the rib was almost completely 
necrotic, but crystals were present which, on morpho- 
logical grounds, were considered to be cholesterol; 
macrophages containing haemosiderin were also present. 
There was much interstitial fibrosis of the lung with 
numerous foam cells and much fat. A few granulo- 
matous foci were present in the Malpighian bodies. The 
skin showed patchy sub-epidermal granulomatous 
foci, the predominant cell being the macrophage. 

The authors take the view of Wallgren that the non- 
lipid reticulo-endothelioses in Letterer—Siwe disease and 
Hand-Schiiller-Christian disease are essentially the same 
condition. They also think it possible that the “ solitary 
granuloma of bone” and “ eosinophilic granuloma of 
bone” are exceptional examples of Hand-—Schiiller— 
Christian disease, with a single bony lesion and minimal 
visceral changes, Into this widened concept of the 
disease the authors fit the two cases described above. In 
particular, the second case in its initial stages presented 
the features of Letterer-Siwe disease, but with full 
maturation of the lesions the complete picture of Hand- 
Schiiller—Christian disease was evident. 


They suggest that the presence of cholesterol in the 
lesions is a secondary occurrence resulting from the 
ingestion of lipid from the tissue fluids by the macro- 
phages of the pre-formed granulomata. When necrosis 
occurs the ingested cholesterol is liberated from the cells 
and is found free in the lesions in crystalline form. 
From these sites it may be absorbed into the blood, 
giving rise to a transient hypercholesterolaemia. 

[The nature of the lipid in the tissues cannot be 
determined on the basis of the morphology of the 
crystals as these authors imply; chemical or histo- 
chemical methods are necessary. Moreover, in the lungs 
fat may be associated with inflammation and if it results 
from necrosis of an exudate it will contain cholesterol. 
Thannhauser and Magendantz (Amn. intern. Med., 1938, 
11, 1662) consider that the accumulation of fat in the 
cells of lesions in the primary lipidoses, which include 
Hand-Schiiller-Christian disease, is due to an intra- 
cellular disturbance of lipid metabolism.] 

F. A. Langley 


2448. Nonlipid Reticulo-endotheliosis: Letterer—Siwe’s 
Disease: Report of Three Cases 

E. L. SCHAFER. American Journal of Pathology [Amer. 
J. Path.) 25, 49-83, Jan., 1949. 11 figs., 51 refs. 


The author describes 3 cases of Letterer—Siwe disease 
occurring in infants under the age of 8 months. All 
ended fatally within 2 months and were characterized 
by enlargement of the spleen, liver, and lymph nodes, 
fever, and secondary anaemia. Cutaneous eruptions 
were found which dated from birth, and osseous lesions 
were present in one case. On microscopical examination 
infiltration with relatively large mononuclear cells was 
observed. These cells were of irregular outline, with 
acidophilic cytoplasm, which in some instances was 
vacuolated. The nucleus was either central or eccentric, 
and vesicular in nature. Giant cells were found in 
scattered foci, many showing phagocytosis of brown 
pigment, erythrocytes, and leucocytes. 

The literature is extensively reviewed; including the 
author’s 3 cases, the number fulfilling the established 
criteria does not exceed 24. It seems probable that 
Letterer-Siwe and Schiiller—Christian diseases repre- 
sent different manifestations of the same basic disorder. 
The author considers that eosinophilic granuloma of bone 
should be classed apart from these two conditions till a 
common aetiological factor has been demonstrated. 

R. H. Heptinstall 


2449. Histopathologic Observations in Cases of Hodg- 
kin’s Disease Treated with Nitrogen Mustard 

V. H. Cornett and A. S. BLauw. American Journal of 
Pathology (Amer. J. Path.] 25, 233-237, March, 1949. 
6 figs., 15 refs. 


Histological study of 16 cases of reticulosis (among 
them 10 cases of Hodgkin’s disease) and of one case of 
transitional-cell carcinoma treated with nitrogen mustard 
failed to reveal any characteristic change that could be 
attributed to the treatment. L. Crome 


See also Section Radiology, Abstract 2242. 
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Diseases of the Respiratory System 


2450. Sjégren’s Disease, with Dryness of the Bronchial 
Mucosa and Uncertain Lung Lesion 

P. ELLMAN and F. P. Weser. British Medical Journal 
[Brit. med. J.] 1, 304-305, Feb. 19, 1949. 6 refs. 


The case is reported of a woman aged 34 who gave a 
history of attacks resembling the Raynaud syndrome in 
the fingers, temporary painless swelling of parotid, 
submaxillary, and sublingual glands, dryness of the 
mouth, dryness of the conjunctiva, an irritable dry 
cough, and polyarthritis of rheumatoid type. Full 
investigations were carried out. Chest radiography 
revealed an area of consolidation in the left lower lobe 
with some scattered opacities in the right lower lobe, the 
left side of the diaphragm being obscured. Broncho- 
scopy showed no abnormalities except dryness of the 
bronchial mucosa. Schirmer’s lacrimation test and the 
salivation test gave poor results in comparison with those 
in controls. In a liver biopsy specimen the appearance 
was normal, with no evidence of sarcoidosis. The 
remaining investigations revealed nothing relevant. 
The relation between Sjégren’s disease, Mikulicz’s disease, 
and sarcoidosis is discussed. Geoffrey McComas 


2451. Bronchial Changes in Cardiac Disease. Broncho- 
scopic Study of 100 Cases. (Les altérations bronchiques 
des cardiaques. (Etude bronchoscopique portant sur 
100 cas) ) 

P. RENAULT, P. Y. PALEY, J. LENEGRE, and G. CAROUSO. 
Journal Frangais de Médecine et Chirurgie Thoraciques 
[J. frang. Med. Chir. thorac.] 3, 141-159, 1949. 6 figs., 
9 refs. 


The authors carried out bronchoscopy on 100 patients 
with heart diseas¢; 43 had mitral valvular disease, 43 had 
hypertensionor arteriosclerosis and coronary insufficiency, 
12 had cor pulmonale, and 1 had chronic pericarditis. 
Some of them were examined when quite ill, but no 
fatalities resulted, though on five occasions the endoscopy 
provoked an attack of acute pulmonary oedema. 

In nearly every case the trachea was found to be 
normal but the appearance of the bronchi was abnormal. 
Such bronchial abnormalities were always bilaterally 
symmetrical, and seemed to be progressively greater 
towards the periphery of the visible bronchial tree. 
Three chief abnormalities were noted—abnormal redden- 
ing of the mucous membrane, oedema of the mucous 
membrane, and increased bronchial secretion. In 
patients with mitral disease, congestion was marked, often 
even to the point of telangiectasis. In patients with 
hypertensive heart disease, on the other hand, congestion 
was not so marked, but severe oedema of the mucous 
membrane was ccmmon, as was also bronchial hyper- 
secretion. In cases of cor pu!monale bronchoscopy 
showed little or no ccngestion of the mucous membrane, 
and cedema and hyrersecretion were no more than is 


usually found in asthmatic and emphysematous patients 
without heart failure. On the whole, the severity of the 
bronchoscopic abnormalities was parallel to the severity 
of the heart failure as measured by clinical standards and 
by endocardiac pressures; but in the patients with 
mitral disease the onset of right ventricular failure was, as 
might be expected, accompanied by an amelioration of 
the bronchial congestion. 

The authors discuss at some length the mechanism and 
significance of these observed changes. They believe 
marked reddening and congestion of the mucous mem- 
brane to be particular and characteristic features of heart 
disease, and to be due to a reversal of the normal slight 
flow of blood from bronchial to pulmonary veins; in 
fact, there is not only a reversal, but also a great increase 
in volume of flow through enormously developed addi- 
tional anastomoses. The congestion often leads to 
bleeding and haemoptysis, and is most marked in cases 
of mitral disease. The onset of right ventricular failure 
in such cases, by reducing the pressure in the pulmonary 
veins, relieves the bronchial congestion and diminishes 
the tendency to haemoptysis, a course of events often 
observed by the clinician. Moreover, the authors believe 
that bronchial congestion and oedema may play a con- 
siderable part in causing the dyspnoea of cardiac failure. 

Oedema and hypersecretion of the bronchial mucosa 
are not considered to be necessarily characteristic of 
heart disease, as such changes can be seen in purely 
pulmonary disorders. It is thought possible, however, 
that dyspnoeic crises attributed in the past to acute 
pulmonary oedema may in reality be due rather to acute 
bronchial oedema with massive bronchial hypersecretion. 
[The point seems an academic one.] John Forbes 
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2452. Pulmonary Embolism and Infarction in Patients 
with Cardiac Disease. Their Relation to Venous Throm- 
bosis. (Infarctus et embolies pulmonaires des cardiaques. 
Leurs rapports avec les thromboses veineuses) 

J. LENEGRE, A. MATHIVAT, G. CAROUSO, and J. DE BRUx. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris [Bull. Soc. méd. Hép. Paris| 65, 219-229, 1949. 
2 figs., 13 refs. 


At necropsy on 99 patients who died from cardiac 
disease pulmonary infarcts or organized thromboses of 
the pulmonary arteries were found in 20, of whom 17 
also had venous thrombosis of the lower limbs. Right- 
sided intracardiac thrombi were found in 8 of these 20 
patients; 2 of the 8 had no venous thromboses in the 
lower limbs. The internal plantar and posterior tibial 
veins and collaterals were most commonly the site of 
thrombosis, which was usually recent and unassociated 
with phlebitis. Inflammatory changes were also rarely 
present in the pulmonary arteries. In 14 of these cases 
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pulmonary infarction with thrombosis of the correspond- 
ing pulmonary artery and venous thrombosis in the 
lower limbs coexisted. The authors conclude that 
pulmonary infarction is commoner than has been 
indicated in previous descriptions of necropsies on 
patients dying from cardiac disease, and is usually 
associated with thrombosis of the corresponding pul- 
monary artery, which in the majority of cases is due to 
an embolus from a thrombosed internal plantar or 
posterior tibial vein. 

[Observations of right ventricular pressure in 5 of these 
cases, presumably by means of cardiac catheterization, 
might well have led to an increased incidence of pul- 
monary emboli being reported.] I. Ansell 


2453. Pulmonary Embolism. Analysis of 74 Autopsy 
Cases Since 1941 

K. DEHLINGER and P. RIEMENSCHNEIDER. New England 
Journal of Medicine [New Engl. J. Med.| 240, 497-501, 
March 31, 1949. 2 figs., 14 refs. 


The authors analyse 74 consecutive cases of pulmonary 
embolism verified by necropsy at the New England 
Deaconess Hospital from 1941-6. There were 41 men 
and 33 women in the series, with a mean age of 60 years. 
The immediate cause of death was pulmonary embolism 
in 58 cases. Surgical operations had been carried out in 
72% of cases, and the mean time from operation to death 
was 12 days. 

The primary sites of thrombi are classified according 
to the probable value of femoral vein ligation. In the 
first group of 15 cases a thrombus was found in the veins 
below the inguinal ligament and ligation would have been 
helpful. In the second group of 15 cases the thrombus 
was found in the tributaries of the internal iliac vein or on 
the endocardium, and ligation would have been valueless. 
In the remaining 44 cases the clot lay proximal to the 
femoral vein or its site was indeterminate, and it was 
considered that femoral ligation might have been helpful. 
Ligation of the common femoral vein, in the authors’ 
opinion, is not the ideal solution to the problem. In the 
whole series only 5 patients had received treatment with 
anticoagulant drugs, and the difficulties of clinical and 
radiological diagnosis are emphasized. The authors 
point out that the incidence of pulmonary embolism in 
all cases coming to necropsy has fallen only from 7-5 to 
6-7% since introduction of anticoagulant therapy. 

I. McLean-Baird 


2454. Acute Idiopathic Pulmonary Haemosiderosis 
L. NANCEKIEVILL. British Medical Journal [Brit. med. 
J.) 1, 431-433, March 12, 1949. 5 refs. 


The author reports a further case of idiopathic pul- 
monary haemosiderosis which occurred in a girl of 24 
years. The disease presented clinically as an acutely 
developing anaemia, the child having been well till a 
month previously. Improvement resulting from trans- 
fusion with packed cells was maintained for a matter of 
days only, and the relapse suggested an acute haemolytic 
process. Radiographic examination of the chest re- 
vealed a diffuse reticulation predominantly hilar in 
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distribution but present throughout the lung fields. A 
further film taken only a few days later showed a decided 
increase in this reticulation. At necropsy the lungs were 
found to be the seat of widespread intra-alveolar haemor- 
rhage and massive infiltration with phagocytic cells 
containing free iron. No abnormal deposits of iron 
were discovered in any other organ of the body. 

The author expresses a logical dissatisfaction with the 
theory postulating a defect in the intrinsic structure of 
the pulmonary vessels or the alveolar framework. He 
comments on the occasional occurrence of the condition 
in association with mitral stenosis, but suggests that 
some unrecognized additional factor must be present to 
account for the rarity of the condition as compared with 
the frequent incidence of mitral stenosis. 

~ Richard D. Tonkin 


2455. Hemosiderosis of the Lung due to Mitral Disease. 
A Report of Six Cases Simulating Pneumoconiosis 

E. P. PENDERGRASS, E. L. Lame, and H. W. Ostrum. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 61, 443-456, April, 1949. 11 figs., 
40 refs. 


In this paper are reported 6 cases of pulmonary haemo- 
siderosis due to mitral valvular disease. In 4 of the 
cases the diagnosis was confirmed at necropsy; 2 of the 
patients are still alive. The authors were able to confirm 
that the disease rarely causes a deposition of haemosiderin 
in the lung macrophages in large enough clumps (1 to 
3 mm. in diameter) to appear on the radiographs as fine 
nodular shadows. A comparison is drawn between cases 
of endogenous haemosiderosis, exogenous siderosis due 
to iron dust, silicosis, and miliary tuberculosis. 

A. Orley 


2456. Pulmonary Insufficiency. Il. A Study of 
Thirty-nine Cases of Pulmonary Fibrosis 

E. DEF. BALDWIN, A. COURNAND, and D. W. RICHARDS. 
Medicine (Medicine, Baltimore] 28, 1-25, Feb., 1949. 
12 figs., 12 refs. 


Pulmonary function was studied in 39 cases of fibrosis 
of the lung not complicated by a significant degree of 
emphysema (that is, with no spirographic evidence of 
respiratory obstruction, and with the residual air equal 
to or less than the predicted value). These cases were 
divided into two groups: (1) with an arterial oxygen 
saturation greater than 92% after exercise; (2) with a 
figure less than 92% (less than 84% in all but one case). 
Group | included cases of silicosis, chronic pulmonary 
infection, pulmonary sarcoidosis, post-irradiation fibro- 
sis, and 4 cases of fibrosis of undetermined origin (25 
cases in all). Group 2 included cases of pulmonary 
fibrosis associated with scleroderma, with the inhalation 
of sulphur dioxide, with asbestosis, and with a mild 
influenza-like respiratory infection; there were also 2 
cases of lymphangitis carcinomatosa. Patients in group 
1 were relatively well, with slight to moderate dyspnoea or 
none at all. Those in group 2 were very breathless, 
had severe cough, and were usually weak and cyanosed; 
their fingers were often clubbed. In group 1 there was 
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relatively slight or no diminution in lung volume, vital 
capacity, or maximum breathing capacity. The residual 
air, index of intrapulmonary mixing, arterial oxygen 
saturation after rest and exercise, and mean oxygen 
consumption during rest, exercise, and recovery were all 
relatively normal, but in most of the cases there was 
hyperventilation during exercise and in the first minute of 
recovery. The mean arterial carbon-dioxide tension for 
the group was significantly lower than normal during rest 
and after exercise. As the dyspnoea could not be 
attributed to elevation of arterial carbon-dioxide tension 
or to diminution of oxygen saturation the authors suggest 
that it was due to a reflex stimulation of the respiratory 
centre by way of the Hering—Breuer reflex. 

In group 2 there was a much greater diminution in lung 
volume and vital capacity, but with little significant 
alteration in residual air, maximum breathing capacity, 
or index of intrapulmonary mixing. Although normal 
or only slightly decreased at rest, oxygen consumption 
and arterial oxygen saturation were significantly decreased 
on exercise. In the absence of evidence of poor alveolar 
ventilation, these findings are attributed either to an 
impairment of the diffusion of respiratory gases across 
the alveolar capillary interface or to a veno-arterial shunt, 
which physiologically amounts to the same thing. 

[This detailed paper should be read in the original by 
those interested. The main interest is the indirect demon- 
stration that in some cases of pulmonary fibrosis dyspnoea 
may be caused by reflex stimulation of the respiratory 
centre by way of nerve endings in the lung.] 

John Crofton 


2457. Manifestations of Valvular Obstruction of the 
Bronchi as Complications of Acute Pulmonary Conditions. 
(Le manifestazioni dell’ostruzione a valvola delle vie 
bronchiali, quali complicanze di processi polmonari 
acuti) 

G. pe Giuut. Rivista di Clinica Medica [Riv. Clin. med.] 
48, 271-317, Sept. 30, 1948. 33 figs., bibliography. 


The historical theories of the causation of ring shadows 
(emphysematous blebs and bullae), interstitial and 
mediastinal emphysema, and spontaneous pneumo- 
thorax, occurring during the course of pulmonary infec- 
tions, are reviewed at length with an extensive biblio- 
graphy [though the well-known experimental work of 
Macklin is not quoted]. These complications are now 
ascribed to valvular obstruction of branches of the 
bronchial tree, produced by infiltration and oedema of 
their walls, pressure from outside by swollen lymph 
nodes, and blockage of the lumen by tenacious exudate 
and by torsion of the tube. These factors are aggravated 
by spasm, especially in children. 

The problem is discussed from the point of view of the 
radiologist, who frequently makes the diagnosis; the 
author states that these emphysematous complications of 
acute bronchopneumonias are much more common than 
is usually realized. The diagnosis of emphysematous 
bullae (distended alveoli) and blebs (interstitial air- 
bubbles) from lung abscesses or bronchiectatic cavities is 
not difficult if the following points are borne in mind. 
Bullae are circular in outline and frequently show signs 


of intracavitary hypertension (spreading of the ribs, 
displacement of an interlobar fissure or of the media- 
stinum); they may change rapidly in size and be replaced 
by an area of atelectasis; they are frequently surrounded 
by a very thin rim of atelectatic lung parenchyma, and 
do not decrease in size during expiration (and indeed may 
only then be visible). No oil can be made to enter the 
translucent area on bronchography. [Mention is not 
made of the use of tomography in the investigation of 
bronchial block.] Clinically the absence of copious or 
foetid sputum, and of elastic fibres from the expectora- 
tion, favours the radiological diagnosis of localized 
obstructive emphysema. The presence of a fluid level is 
of no importance in the differential diagnosis. 

These phenomena are more frequently found in 
children because of the smaller relative size of the air 
passages, their greater liability to spasm, and the weaker 
alveolar walls. 

Fourteen cases are described, 3 of mediastinal and 
subcutaneous emphysema associated with right upper 
lobe bronchopneumonia in infants, 1 of spontaneous 
pneumothorax, and 10 of localized obstructive emphy- 
sema giving rise to ring shadows. [Unfortunately the 
reproductions of radiographs are not very clear.] The 
author speculates on the possible influence of the 
autonomic nervous system in addition to, and in associa- 
tion with, the mechanical factors. E. G. Sita-Lumsden 


2458. The Volume of the Lung Determined by Helium 
Dilution. Description of the Method and Comparison 
with Other Procedures 
G. R. MENEELY and N. L. KALTREIDER. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 129-139, Jan., 
1949. 6 figs., 11 refs. 


2459. The Significance of Disturbance of the Mechanism 
of Respiration (Pulmonary Dynamics) in Clinical Medicine 
and the Pathogenesis of Emphysema. II. (SHayenne 
HapyuWweHHH MexXaHH3Ma fbIxXaHHA (nerouHOH 
MHK) B KJIHHHKE H NaTonoreHese NerKHx. IT.) 
B. E. BorcHaL. Meguunua [Klin. Med., 
Mosk.] 27, No. 5, 14-22, May, 1949. 10 refs. 


See also Section Pathology, Abstract 2289. 


2460. The Relation of Influenza Virus and Bacteria in the 
Etiology of Pneumonia 

E. S. MAXWELL, T. G. WARD, and T. E. vAN METRE. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 307- 
318, March, 1949. Bibliography. 


The role of influenza virus in the aetiology of types of 
pneumonia usually considered bacterial in origin was 
investigated. The cases of pneumonia were divided into 
two groups, those occurring in March and April, 1947, 
when influenza A was prevalent in the community, and 
those occurring before and after these months. An 
attempt was made to isolate the virus and pathogenic 
bacteria from the sputum, to perform serological tests on 
acute and convalescent serum, and to correlate the 
findings. 

Virus was isolated in the usual way by growth on chick 
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embryos and use of the pattern agglutination technique. 
Identification of the strain by testing against known 
immune serum followed. The serological tests were 
similar and carried out against known strains of virus. 
A decrease in antibody titre of serum in late convalescence 
was considered significant, as was an earlier increase. 
An attempt was also made to isolate and identify virus 
from necropsy material (specimens of lung and bronchus) 
from fatal cases of primary and non-primary pneumonias, 
and controls, during the epidemic and inter-epidemic 
periods. 

As a result of these exhaustive tests in 17 of 36 cases of 
pneumococcal pneumonia occurring during the epidemic 
of influenza A in Baltimore evidence was found of recent 
or concurrent infection with that virus. In 13 of these 
17 the virus was isolated and was very similar to the 
epidemic strains of influenza A. In the inter-epidemic 
period virus (influenza B) was isolated only once in 33 
cases of bacterial pneumonia. From 2 fatal cases of 
primary and 2 of secondary pneumonia in which no 
pathogenic organism was identified influenza virus was 
obtained, in 3 cases a strain of A and in 1 a strain of B. 
The significance of these results is discussed. 

. It seems unlikely that influenza virus alone is responsible 
for severe pneumonia, since pathogenic organisms can 
nearly always be found in these cases. In contrast to 
other virus pneumonias, pulmonary lesions due to 
influenza are often invaded by other pathogens. The 
usual explanation is that the virus decreases the resistance 
of the host and opens the way to bacterial invasion, but 
the mechanism is not understood. At any rate in certain 
pneumonias hitherto considered primarily bacterial in 
origin influenza virus may well play an important role. 

Ronald S. McNeill 


2461. Pneumonia in Infancy Caused by Friedlinder’s 
Bacillus 

B. F. Grotts. Journal of Pediatrics [J. Pediat.) 34, 
174-180, Feb., 1949. 19 refs. 


The author describes 7 cases of pneumonia in which 
throat swabs yielded pure cultures of Friedlander’s 
bacillus. In 6 out of the 7 cases the onset was insidious. 
All except one patient failed to respond to penicillin 
and/or sulphadiazine, but 5 out of the total responded to 
streptomycin. In the remaining 2 cases the organisms 
persisted in the throat even after the pneumonia had 
cleared. R. S. Illingworth 


See Section Radiology, Abstract 2247. 


2462. Needle Aspiration in the Diagnosis of Lung 
Carcinoma. Report of Experience with Seventy-five 
Aspirations 

E. Y. GLeEDHILL, J. B. Spriccs, and C. H. Binrorp. 
American Journal of Clinical Pathology {Amer. J. clin. 
Path.] 19, 235-242, March, 1949. 6 figs., 11 refs. 


Between 1940 and 1948, at the U.S. Marine Hospital, 
Baltimore, 145 cases of carcinoma of the lung were 
diagnosed histologically. Aspiration of lung tissue was 
performed 75 times in 56 of these, and a positive diag- 
nosis was arrived at in 44; this was subsequently con- 


firmed at necropsy (25 cases) or otherwise. In the same 
series bronchoscopic biopsy led to a positive diagnosis 
in 36 out of 87 patients examined. Under local analgesia. 
material was obtained by aspiration of the tumour, 
previously located radiologically by means of a spinal 
needle after puncturing the skin with a scalpel to avoid 
contamination by the surface epithelium. Tissue re- 
covered from the syringe was embedded in paraffin and 
stained with haematoxylin and eosin; smears were also 
made. The usual criteria for diagnosis of neoplastic 
tissue were employed. The only complications were a 
mild degree of pneumothorax in 3 patients and a slight 
haemoptysis in 5; no infection, pleural shock, or 
mediastinal shift occurred, and no needle-track implanta- 
tion was observed, though this was not excluded by 
histological examination post mortem. The authors 
conclude that this method is safe and a valuable aid in 
diagnosis, but they admit that serious complications may 
occur. Wilfrid E. Hunt 


2463. Value and Limitations of Aspiration Biopsy for 
Lung Lesions 

G. P. RoseMonD, W. E. Burnett, and J. H. HALL. 
Radiology [Radiology] 52, 506-510, April, 1949. 2 figs., 
4 refs. 


The authors advise aspiration biopsy for lung lesions 
only when the result of bronchoscopic and cytological 
examination of the sputum is negative. It is particularly 
useful in cases with circumscribed peripheral lesions, and 
less helpful when a segmental lesion is the presenting 
radiological feature. Aspiration of the apex of the 
segment sometimes gives valuable information. In 
taking a specimen for examination local analgesia is 
induced and a needle hole is made through the skin 
before introducing the biopsy needle. An 18-gauge 
needle with a stylet is used, the needle being introduced 
to the desired depth with the stylet in place; the need 
for biplane fluoroscopy to control its introduction is 
stressed. 

From 1936 to 1947 the authors performed 272 needle 
biopsies on 231 patients, in 220 of whom bronchogenic 
carcinoma was suspected. Of these, 135 were proved by 
needle biopsy to have pulmonary carcinoma. The 
only error of diagnosis reported refers to a case of lympho- 
blastoma which was thought to be carcinoma. Question- 
able positive diagnoses were rejected. 

In none of the cases has the tumour spread along the 
needle track, nor has empyema developed. Complica- 
tions occurred in 20 cases, representing 7:35% of the 
needle biopsies performed. The induction of a pneumo- 
thorax was the most common complication, and this was 
serious in only 2 patients, both of whom had pronounced 
emphysema. In one case a tension pneumothorax 
developed and the patient died, Two'other deaths are 
reported; both of which occurred within 24 hours after 
aspiration—one from shock and convulsions and the 
other from heart failure unconnected with the biopsy. 
The authors claim that, though the procedure is not 
without hazards, the risks are comparatively small. 

L. G. Blair 


See also Section Locomotor Disorders, Abstract 2552. 


Digestive Disorders 


2464. Spontaneous Intra-abdominal Haemorrhage 
A. L. Wootr and H. R. TuHomson. British Medical 
Journal (Brit. med. J.] 1, 572-574, April 2, 1949. 19 refs. 


Intraperitoneal haemorrhage may be caused by such 
conditions as cirrhosis of the liver or rupture of an 
aneurysm, but spontaneous haemorrhage has been 
recorded in 26 cases, in only 8 of which the diagnosis was 
confirmed by necropsy. Three cases of spontaneous 
abdominal haemorrhage are here described. The first 
was in a woman of 58 who developed severe upper 
abdominal pain and died less than an hour later. At 
necropsy large blood-clots were found in the peritoneal 
cavity, with no apparént source from any of the vessels; 
microscopically there were widespread hypertensive 
arteriolar changes, although her blood pressure had been 
only 140/80 mm. Hg. The second case was similar, 
though with no haemoperitoneum, bleeding having 
occurred beneath the psoas fascia; severe arteriolar 
disease suggested a primarily vascular cause for the 
haemorrhage in this case. The third patient was 
admitted after the onset of acute pain in the right 
hypochondrium, tenderness but no rigidity being found 
on examination. His blood pressure was 220/125 mm. 
Hg. After several oscillations in severity of the pain, he 


_was operated on for acute appendicitis. Much free blood 


was found in the peritoneal cavity, and a large boggy 
swelling palpated in the position of the right kidney. 
He died 30 hours later, a large haematoma being found 
around the right kidney. The possible causes of this 
haematoma were atheroma, a spastic mechanism due to 
hypertension, and thrombosis of the suprarenal vein. 
T. E. C. Early 


See also Section Radiology, Abstract 2257. 


2465. Hyperinsulinism due to an Islet-cell Adenoma. A 
Cure, with Metabolic Studies Before and After Operation 
W. G. D. Murray. British Medical Journal (Brit. med. 
J.) 1, 521-523, March 26, 1949. 5 figs., 11 refs. 


Organic hyperinsulinism is a rare condition frequently 
confused with narcolepsy, cerebral tumour, and psychosis; 
it has to be differentiated from other causes of spon- 
taneous hypoglycaemia such as liver insufficiency and 
functional hyperinsulinism. A woman of 40 had a 
9-months history of attacks of drowsiness and auto- 
matism without fits or sweating; attacks were prevented 
by amphetamine sulphate and could be quickly terminated 
by administration of carbohydrate. There was no 
physical abnormality, but the fasting blood sugar level 
was low, falling to 30 or 40 mg. per 100 ml. during an 
attack. In glucose-tolerance tests the curve was normal 
during the first 2 hours, but thereafter all the readings 
up to 6 hours were low. An insulin-tolerance test was 
carried out after the administration of extra carbohydrate 
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for 4 days, 3-7 units of insulin per sq. metre of body | 
surface being given intravenously and the blood sugar 
levels estimated at intervals. Normally the maximum 
fall (to about half the fasting level) occurs 20 to 30 minutes 
after the injection and by the 120th minute the blood 
Sugar returns to within 10% of the fasting value. In 
this patient the rise was delayed, showing hypoglycaemic 
unresponsiveness. In the absence of hypopituitarism, 
adrenocortical insufficiency, hepatic disease, or anorexia 
nervosa, this suggests hyperinsulinism. At operation a 
benign islet-cell adenoma 2 cm. in diameter was removed 


‘from the pancreas. Subsequently there was a hyper- 


glycaemic period lasting 4 days, after which the blood 
sugar level fellto normal. Forty days after operation the 
glucose tolerance test was normal, though at the third 
hour the blood sugar fell to a low level. Presumably 
from the persistence of a high concentration of insulin 
antagonists, the insulin-tolerance test showed insulin 
resistance. Hypoglycaemic responsiveness had returned 
to normal. E. G. Sita-Lumsden 


2466. Benign Paroxysmal Peritonitis—Second. Series 
S. SiBGAL. Gastroenterology [Gastroenterology] 12, 
234-247, Feb., 1949. 16 refs. 


A further 6 cases are reported of the syndrome which 
the author has previously described under the name of 
“benign paroxysmal peritonitis ’’ (Ann. intern. Med., 
1945, 22, 1), and its clinical features are emphasized. 
It is a condition common to both sexes which begins in 
early adult life and which is characterized by recurrent 
febrile episodes associated with abdominal pain and 
tenderness. Episodes usually last 3 days and recur 
every | to 4 weeks, though longer intervals occur, parti- 
cularly during the early stages. Prostration, chest wall 
tenderness and pleuritic pain, salivation, nausea, and 
vomiting may alloccur. Polymorphonuclear leucocytosis 
and a raised erythrocyte sedimentation rate are usual 
findings, but a whole series of other laboratory and 
radiological investigations were negative in the cases 
studied. 

At laparotomy, the appearances are those of wide- 
spread peritoneal oedema and hyperaemia without 
exudate or fibrin formation. Differential diagnosis from 
acute appendicitis is almost impossible in the first episode 
and appendicectomy is advisable, but the author suggests 
that surgeons meeting with this condition should take 
biopsies of the peritoneum in the hope of throwing some 
light on the aetiology. In later attacks the history of 
previous similar episodes should suggest the diagnosis, 
as also should the presence of chest or shoulder pain or 
of any urticarial wheals, or a previous history of allergic 
disorders. Prognosis as regards life is good, but the 
disease may be very crippling if attacks are frequent. 
Treatment with antihistamine drugs and adrenaline has 
not helped much, but the author thinks that the former 
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deserve a longer trial. From the histories of his patients, 
and from the fact that many of the cases so far described 
have been in Jews or Armenians, the author concludes 
tentatively that this is a constitutional disorder with a 
possible racial and allergic basis. John Naish 
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2467. Gastrointestinal Motility Following Vagotomy and 
the Use of Urecholine for the Control of Certain Un- 
desirable Phenomena 

T. E. MACHELLA and S. H. Lorser. Gastroenterology 
[Gastroenterology] 11, 426-441, Oct., 1948. 12 figs., 
26 refs. 


The authors, from the University Hospital, Phila- 
delphia, present a study of gastro-intestinal motility after 
vagotomy on 26 patients. They describe the well-known 
gastric retention and diminution of peristalsis and 
generally attribute the prolonged transit time through the 
small gut to the delayed emptying of the stomach, 
although depression of peristalsis was noted in 2 patients. 

The useful effect of urecholine in controlling excessive 
distension and paralysis of the stomach after vagotomy 
is described. The dose required was that amount, 
usually 5 to 10 mg., which would improve gastric reten- 
tion without giving rise to diarrhoea. Where no 
mechanical stenosis existed it was found that the urecho- 
line treatment could be gradually withdrawn after about 
12 months, as motility began to return to the stomach. 
No change in colonic motility was noticed in any of the 
cases. The danger of giving urecholine to asthmatic 
patients is pointed out. Hermon Taylor 


2468. Follow-up of Vagotomy in Duodenal Ulcer 
F. D. Moore. Gastroenterology [Gastroenterology] 11, 
442-452, Oct., 1948. 5 figs., 5 refs. 


This is a careful study of the post-operative course 
in 116 patients of whom a survey was started between 
5 and 45 months after vagatomy. This period is 
acknowledged to be insufficient for a complete study, 
particularly as it is found that gastric motility and 
secretion tend to return with increasing lapse of time after 
the operation. Operations were all performed for duo- 
denal or stomal ulceration and were mostly carried out 
transthoracically. 

Thirteen patients (11%) have had a recurrence of the 
ulcer symptoms or of radiological signs of the ulcer, or 
both; in 11 of the 13 patients the recurrence was easily 
controlled by modification of habits of life and diet, but 
2 had severe symptoms requiring further treatment. 
The author concludes that vagotomy should be regarded 
rather as a means of “ protecting *’ the gastro-duodenal 
mucosa from excessive acid than as a “‘ cure’”’ and that 
patients should continue with mild restrictions after the 
operation. The detailed case history of one patient with 
frank recurrence of ulcer is described. 

The side-effects of vagotomy are not discussed, except 
for the comment that the co-existence of a gastro-entero- 
stomy does not influence these apart from diminishing 
the gastric distension. The suggestion is made that some 
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of the side-effects might be avoided if the vagal fibres to 
the pancreas and intestine could be saved while those 
to the stomach are divided. One case is described in 
which this was achieved by section of the fibres of the 
left vagus and those fibres of the right vagus which 
passed to the stomach, fibres passing on to the coeliac 
ganglion being left intact. In this case, however, there 
were persistent diarrhoea and gastric retention indis- 
tinguishable from those observed after complete double 
vagotomy. Hermon Taylor 


2469. Follow-up of Vagotomy Plus Gastroenterostomy. 
or Pyloroplasty for Ulcer ; 
E. N. Corns, G. Crite, and J. B. Davis. Gastro- 
enterology [Gastroenterology] 11, 453-456, Oct., 1948. 
1 ref. 


This is a follow-up study from the Cleveland Clinic of 
84 cases of combined transabdominal vagotomy and 
gastro-enterostomy or pyloroplasty for duodenal ulcer. 
There was one death in the series. All the cases were of 
duodenal ulcer, except 4 which were cases of stomal 
ulcer; all patients had failed to make progress under 
medical management. 

The results of a questionary indicated 78% of excellent 
results and 11% of cases with no ulcer distress but mild 
gastro-intestinal symptoms; in 11% of the cases there 
was said to be “‘ improvement”’ or frank failure—that is 
to say, persistence of gastro-intestinal symptoms or ulcer 
pain sufficient to constitute a considerable disability and 
require treatment. Investigation of this latter group 
provided no objective evidence of recurrent ulcer. At. 
the Cleveland Clinic these figures are better than those for 
vagotomy alone, and bilateral vagotomy plus gastro- 
enterostomy is considered the operation of choice for 
intractable duodenal ulcer. Hermon Taylor 


2470. Vagotomy Combined with Subtotal Gastrectomy 
S. A. WILKINSON and J. C. SULLIVAN. Gastroenterology 
[Gastroenterology] 11, 457-459, Oct., 1948. 


Workers at the Lahey Clinic investigated 62 cases of 

duodenal ulcer treated by the combined operation of 
subtotal gastrectomy and abdominal vagotomy. A 
control series of 60 subtotal gastrectomies without 
vagotomy was studied at the same time. The same 
indications for operation were applied to both groups and 
the conditions of post-operative follow-up and investiga- 
tion were also the same. 
- Patients treated by subtotal gastrectomy alone did 
better than those treated by vagotomy in addition. In 
the immediate post-operative period 58% of the resection- 
vagotomy group were entirely relieved of symptoms, 
compared with 72% of those treated by simple resection. 
On a longer-term basis, after return to work 84% of the 
vagotomized patients were wholly satisfied, compared 
with 93% of those treated without vagotomy. There 
were 2 cases of recurrent ulcer in the resection—vagotomy 
group compared with 3 in those simply resected. 

As a result of this study the Lahey clinicians “* are not 
convinced that the addition of vagotomy to subtotal 
gastrectomy greatly increases the patient’s chance for 
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cure of his ulcer ’’, and *‘ are convinced that it increases 
the post-operative morbidity and disability ’’. 
Hermon Taylor 


2471. Follow-up of Gastric Vagotomy Alone in the 
Treatment of Peptic Ulcer 

L. R. DRAGSTEDT and E. H. Camp. Gastroenterology 
[Gastroenterology] 11, 460-465, Oct., 1948. 2 refs. 


This is a report of 2 groups of cases of duodenal ulcer 
treated at the University of Chicago by vagotomy either 
alone or combined with gastro-enterostomy. 

The first group consisted of 56 patients operated upon 
by atransthoracic route. One patient died and 4 required 
a subsequent gastro-enterostomy for obstructive symp- 
toms. Forty-five patients had an excellent result over the 
next2toS years. A further 6 patients had unsatisfactory 
results for other reasons, including 2 who had actual 
recurrence of the duodenal ulcer. Routine gastro- 
enterostomy with vagotomy was adopted for 6 months 
and then discarded in favour of vagotomy alone, gastro- 
enterostomy being added only in those cases where 
cicatricial obstruction at the pylorus was present or 
expected in view of the size and situation of the ulcer. 
On this basis, gastro-enterostomy was added to the 
vagotomy in 20% of cases. There were 88 cases in this 
last group and in 86% results were excellent, the rest 
having varying degrees of trouble, including 3 with 
definite evidence of recurrence of duodenal ulcer. On 
occasions gastro-enterostomy was subsequently needed 
in this group of cases. 

In both groups frank recurrence of duodenal ulcer was 
usually associated with evidence of incomplete vagotomy. 

Hermon Taylor 


2472. A New Method of Investigation of the Secretory 
Function of the Human Stomach. (O Hosom merone 
K. M. Bykov and I. T. Kurtsin. Tepanestuueckuii 


Apxus [Terap. Arkh.] 21, 16-28, Jan.—Feb., 1949. 1 fig., 
46 refs. 


The authors assume that the gastric juice formed in 
response to mechanical stimulation is similar to that 
produced reflexly. An apparatus producing mechanical 
and chemical stimulation as required would therefore 
be able to call forth reflex or humoral secretion. The 
authors describe such an apparatus. It is essentially 
an ordinary stomach tube, with a concentric second tube 
through which a balloon can be inflated; the device is 
thus comparable with a shortened Miller-Abbott tube. 

The procedure adopted in using the tube was as 
follows. The inflatable end of the tube was swallowed 
and the resting juice sampled. Thereafter juice was 
sampled every 15 minutes. For the first 1 to 14 hours 
the balloon was inflated and thus a mechanical stimulus 
was applied; during the next 2 to 24 hours there was no 
mechanical stimulus and at the beginning of this period 
a chemical stimulus was used in the usual manner. 
Chemical stimulants used were 5% alcohol, meat extract, 
and cabbage water. Emptying was detected by the use 
of 1° methylene blue. 

M—2Q 


The results in normal subjects indicated that mechanical 
stimulation is much more productive of acid (free and 
combined) than is chemical stimulation. Evacuation of 
the stomach did not occur during mechanical stimulation. 
The results obtained in patients with gastric disease are 
given as the protocols of individual cases and have not 
the value possessed by results based on a large number of 
cases. In one case of gastric ulcer, with gross hyper- 
chlorhydria, chemical stimulation evoked greater acidity 
than mechanical, although this was not so in the other 
case quoted. In neither of these cases was there evacua- 
tion of the stomach after either mechanical or chemical 
stimulation. In achlorhydria the two methods of 
stimulation were equally ineffective. In one case of 
hypochlorhydria only mechanical stimulation produced 
any free acid, and there was frequent evacuation during 
chemical stimulation. On the other hand, the gastric 
juice of a patient described as suffering from gastric 
“inertia ’’ contained free acid only on chemical 
stimulation. 

[These results suggest the need for further application 
of this method, with a view to critical assessment of such 
techniques as the alcohol test meal. It can be seen that, 
in general, these results imply that such a “* meal ”’ causes 
the secretion of less acid than would be caused by the 
mechanical stimulus of the bulk of a normal diet. The 
case of hypochlorhydria mentioned would have been 
classed as achlorhydric if only chemical stimuli had been 
used. It remains to be determined whether histamine 
gives results similar to those produced by intragastric 
chemical, as opposed to mechanical, stimuli. Further- 
more, it is most desirable that the types of juice secreted 
in response to the two stimuli should be analysed not 
only for acid but also for pepsin and mucus.] 

Jeffrey Boss 


2473. The Vascularisation of the Human Stomach. A 
Preliminary Note on the Shunting Effect of Trauma 

A. E. Barciay and F. H. BeNntLey. British Journal of 
Radiology { Brit. J. Radiol.| 22, 62-67, Feb., 1949. 7 figs., 
3 refs. 


The blood supply to the gastric mucosa is derived from 
a rich anastomotic network lying deep to the muscularis 
mucosae in the submucosa. [About 25 small arteries to 
the square inch (6°45 sq. cm.) pierce the muscularis 
mucosae and break into terminal twigs which supply the 
glandular epithelium. The von Bergmann theory of 
peptic ulcer suggests that a local spasm of the muscularis 
mucosae obliterates some of these small arteries.] In 
the present paper it is suggested that the mechanism may 
be an arterio-venous shunt in the submucosa. 

Colloidal silver iodide (10°%) was injected into a gastric 
or gastro-epiploic artery in specimens from cadavers and 
12 specimens obtained during operation for duodenal 
ulcer. In the stomachs from cadavers the small terminal 
twigs to the glandular epithelium were always filled; in 
the 12 operation specimens this was never the case. Since 
it was known that renal vascular shunts are under the 
control of the autonomic nervous system, gastrectomy 
was performed under high spinal analgesia reaching to 
Tl. In this single specimen the mucosal twigs were 
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abundantly filled. Unfortunately the fall in the patient’s 
blood pressure was so alarming that it was not felt 
justifiable to repeat the experiment. Further observa- 
tions showed that during the first 2 to 3 minutes after the 
peritoneum had been opened the veins on the anterior 
wall of the stomach changed in colour from purple blue 
to a dusky pink. This occurred even though the oxy- 
genation of the patient’s blood was kept constant, as 
confirmed by checking the oxygen saturation of the 
blood. Blood taken at once from a small gastric vein 
was only 74% saturated, while a second sample taken a 
few minutes later was 91% saturated. The authors 
conclude that there is a shunt, that it is brought into 
action by the trauma of opening the peritoneum, and that 
the condition persists in the excised specimen. They 
also feel that they have provided some evidence that it is 
under the control of the autonomic nervous system. 
Denys Jennings 


2474. Complex Deficiency Syndrome with Oedema after 
Gastrectomy. ClinicalStudy. (Syndrome carentiel com- 
plexe avec oedéme chez des gastrectomisés. Etude 
clinique) 

A. LAMBLING and M. Conte. Bulletins et Mémoires de 
la Société Médicale des Hépitaux de Paris [Bull. Soc. 
méd. Paris| 65, 151-161, Feb., 1949. 


2475. Complex Deficiency Syndrome after Gastrectomy. 
Biological Study. (Syndrome carentiel complexe chez 
des gastrectomisés. Etude biologique) 

A. LAMBLING, M. Conte, —. Bossier, and —. ERFMANN. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 65, 161-164, Feb., 
1949. 2 figs., 8 refs. ; 


2476. Lethality Rate of Hematemesis and Melena Treated 
Non-operatively (Meulengracht’s Regimen) and Criteria for 
Surgical Intervention in Bleeding Peptic Ulcer 

J. PEDERSEN. Gastroenterology [Gastroenterology] 12, 
597-616, April, 1949. 11 refs. 


See Abstracts of World Surgery, 1949, 6, 274. 
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2477. Clinical Features and Pathogenesis of Tropical 
Sprue. Observations on a Series of Cases among Italian 
Prisoners of War in India 

M. STEFANINI. Medicine [Medicine, Baltimore] 27, 
379-427, Dec., 1948. 4 figs., bibliography. 


This article reviews the epidemiology, clinical picture, 
and laboratory features in 1,069 cases of tropical sprue 
occurring among Italian prisoners of war during a period 
of nearly 3 years in India. The studies were handicapped 
by a lack of laboratory facilities, but much information 
is given concerning the incidence of the disease in relation 
to atmospheric conditions, changes of diet, age groups, 
occurrence of relapses, and the frequency of the different 
symptoms. 

[The paper is too long to abstract and should be con- 
sulted in the original.] Christopher Hardwick 
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2478. Radiological Aspects of “‘ Recoverable Regional 
lleitis ’’ and its Relationship to Crohn’s Disease 

E. CaLper. Glasgow Medical Journal (Glasg. med. J. 
30, 65-81, March, 1949. 3 figs., 38 refs. 


The case histories of 2 boys, aged 12 and 13, are 
reported. In both there was a clinical history suggestive 
of terminal ileitis and x-ray films showed the ileal mucosa 
to be broken up into numerous rounded, oval, or 
polygonal translucencies. These were thought to be due 
to enlarged lymph follicles. Both patients eventually 
came to operation. In one an acutely inflamed, and in 
the other a subacutely inflamed, appendix were removed. 
The terminal ileum was thickened and the surgeon’s 
diagnosis was one of regional ileitis. One patient was 
re-examined radiologically after 15 months, the other 
after 45 months. In both there was considerable 
improvement in the appearance of the ileum, correspond- 
ing with the satisfactory clinical course. 

Study of the records revealed 24 cases with a similar 
surgical diagnosis. The appendix was_ subacutely 
inflamed in 8, and acutely in 1. The subsequent clinical 
course in all was satisfactory, and in 7 who were 
examined radiologically either a normal ileum or only 
slight mucosal oedema was observed. After a dis- 
cussion of the literature, it is concluded that a 
cobblestone appearance in the terminal ileum is rarely, 
if ever, indicative of classical Crohn’s disease, that 
transitional stages leading to stricture formation have 
not been reported by radiologists, and that there is a 
simple reversible regional ileitis of good prognosis 
which should not be confused with Crohn’s disease.. 

Denys Jennings 


2479. Radiographic Studies Showing the Induction of a 
Segmentation Pattern in the Small Intestine in Normal 
Human Subjects 

A. C. FRAZER, J. M. FRENCH, and M. D. THOMPSON. 
British Journal of Radiology (Brit. J. Radiol.| 22, 123-146, 
March, 1949. 8 figs., 35 refs. 


Gutzeit (1929) described various abnormalities in the 
radiological appearances of the small intestine as due to 
gastro-enteritis, and Continental radiologists have tended 
to follow his lead. In the English and American litera- 
ture the term “* deficiency pattern ”’ introduced by Golden 
(1945) is more usual. The most striking feature of this 
pattern is the presence of large sausage-shaped clumps of 
barium, their presence having sometimes been attri- 
buted to motor abnormalities of the small intestine by 
clinicians and radiologists who have relied on films and 
not studied sufficiently closely the appearances on 
screening. The present paper gives the results of various 
experiments in which abnormal clumping or segmentation 
indistinguishable from that found in sprue and other 
conditions was produced in healthy volunteers. Isotonic 
solutions of glucose, saline, and sodium bicarbonate, and 
0-1% hydrochloric acid introduced directly into the 
duodenum had no effect. On the other hand strongly 
hypertonic solutions, 7% saline and 40% glucose, sodium 
oleate, partially hydrolysed olive oil, and faecal fatty 
acids from cases of sprue produced a typical segmentation 
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pattern. Jn vitro experiments showed that clumping of 
barium was most easily produced by mucus, and that 
something very like segmentation could be produced in 
an isolated dead strip of intestine by adding mucus. 
Various strong arguments are brought forward to show 
that the segmentation pattern in life is not due to any 
motor abnormality but purely to a physical change in the 
barium emulsion which is likely to be caused by the 
intestinal mucus. In one patient an abnormal pattern 
was twice produced by a barium meal given within 12 
hours of a fatty supper. When the same patient had a 
low-fat supper, the pattern was normal. The appearance 
of segmentation in the intestines of infants is attributed to 
the fact that the barium is usually given within 7 or 8 
hours of the last meal. [This is an important paper and 
will probably find immediate acceptance.] 
Denys Jennings 


2480. Studies of the Human Colon. I. Variations in 
Concentration of Lysozyme with Life Situation and 
Emotional State 

W. J. Grace, P. H. Seton, S. Wor, and H. G. WoLrFrF. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 217, 241-251, March, 1949. 8 figs., 13 refs. 


[Lysozyme is an enzyme, present in various secretions, 
which digests mucus. Increased amounts are present 
in the gastric secretion of patients suffering from peptic 
ulcer and in the colonic secretions of those with ulcerative 
colitis. Lysozyme inhibitors have been tested therapeutic- 
ally without demonstrable benefit, and in experimental 
animals huge doses are necessary to damage the gastric 
or colonic mucosa.] 

Lysozyme estimations [number not stated] were made 
on the wet stools and colonic mucus of patients [number 
again not stated] in various spontaneous and induced 
emotional states. Six case histories are briefly presented 
to illustrate the authors’ conclusions. In normal 
subjects and in patients with diarrhoea without ulcera- 
tion, transitory elevations of lysozyme level are often 
associated with general reactions of humiliation, with 
anxiety, resentment, and guilt, or with the suppression 
of these reactions. Among patients with ulcerative 
colitis, on the other hand, marked and sustained eleva- 
tions of lysozyme level occur under similar circumstances, 
and there is associated intense anger and hostility, which 
may be repressed so that the subject displays an “* exterior 
of relative calm and sweetness’’. The high values were 
found immediately to precede exacerbation of symptoms. 
The inference is drawn that variations in lysozyme pro- 
duction ** correspond to variations in the state of security 
of the organism as a whole ’’, and that they are “ highly 
relevant to the occurrence of ulceration ”’. 

[The combination of intuitive psychology with a dis- 
regard for the statistical rules of evidence leaves the 
thesis unproven. There is as yet no reliable evidence 
that the vascular, muscular, and secretory disorders 
resulting from emotion are nearly great enough to damage 
the mucosa directly.] Denys Jennings 


2481. Tleostomy and Ulcerative Colitis 
T. L. Harpy, B. N. Brooke, and C. F. HawkINs. 
Lancet [Lancet] 2, 5-9, July 2, 1949. 4 figs., 9 refs. 
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2482. Relation of Fat and Protein Intake to Fatty 
Changes, Fibrosis and Necrosis of the Liver 

C. A. Hatt and V. A. Dritt. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 70, 202-207, Feb., 1949. 1 fig., 
14 refs. . 


The authors studied the question whether the liver 
lesions produced by low-protein and high-fat diets in 
animals are derived from the same process or not. 

Experiments were designed to observe the effects of 
high-fat diet and low-protein diet on Sprague-Dawley 
rats. The composition of the diets used is given in the 
table below. 


Control | Diet I, | Diet II, | Diet III, 
Diet, % % yA 
Casein .. aa 16 16 6 4 
Lard .. OM 6 51 6. 6 
Corn-starch .. 60 30 70 72 
Sucrose si 15 — 15 15 
Salt mixture .. 3 3 3 3 
100 100 100 100 


In addition, each animal received aneurin (thiamine), 
riboflavin, pyridoxine, calcium pantothenate, and 
vitamins Aand D. After 85 to 90 days on diet I, marked 
fatty changes (large droplets) were observed in the liver 
cells in biopsy specimens. In only one animal at this 
stage was there any sign of fibrosis. At necropsy after 
200 days on diet I the liver was enlarged and yellowish- 
brown, and parts were scarred and nodular. There was 
trabeculation of the entire liver by fibrous tissue con- 
necting the central veins, portal areas, and capsule. 
There was considerably less fat than at biopsy. In 
animals fed on diet II and kept for 150 to 200 days 
changes were similar to those seen in animals on diet I. 
The liver was enlarged and light brown, and there was 
some nodulation, with fatty and fibrotic changes. There 
was no necrosis. Animals were kept on diet III for 
60 to 75 days. The liver at necropsy showed no necrosis 
or fibrosis, but the fatty changes were similar to those 
seen in rats on the other diets. 

The authors point out that in these experiments the 
hepatic lesions were similar with all three diets. Fibrosis 
was not seen unless fatty changes were present; it always 
followed fatty changes, and appeared to be progressive 
and not of the type seen after injury. Such fibrosis did 
not occur until late, which probably explains its absence 
in the animals on diet III. The authors suggest “ that 
the fibrosis is a result of prolonged extensive hepatic 
fatty change’. 

The authors’ results differ from those of Himsworth 
and Glynn (Clin. Sci., 1944, 5, 93). The absence of 
necrosis in animals on diet If must be accounted for by 
the fact that the protein content of this diet (614 mg. per 
rat per day) was higher than the critical intake indicated 
by Himsworth and Glynn (200 to 500 mg. per rat per 
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day). This, however, was not the case with diet III, 
where the intake was within the critical range. There 
were minor differences in the constitution of the diets 
as given by Himsworth and Glynn and by the present 
authors. For instance, the former used lard in their 
high-fat diet and arachis oil in their low-fat diet; they 
also employed cod-liver oil as a source of fat-soluble 
vitamins. The authors of the present paper used lard 
in all diets and vitamins were supplied in oleum 
percomorphum. 

It is noteworthy that in the experiments quoted above 
no necrosis was produced and there were no deaths from 
acute hepatic necrosis on the low-protein diet. 

B. G. Maegraith 


2483. Hematologic Observations in Patients with Chronic 
Hepatic Insufficiency. Sternal Bone Marrow Morpho- 
logy and Bone Marrow Plasmacytosis 


T. JARROLD and R. W. Vitter. Journal of Clinical — 


Investigation [J. clin. Invest.) 28, 286-292, March, 1949. 
2 figs., 23 refs. 


Of 30 patients diagnosed by clinical and laboratory 
examination as suffering from portal cirrhosis, 24 were 
found to be anaemic. Of these, 20 had a macrocytic and 
4 a normocytic anaemia. In other series of cases of 
chronic liver disease macrocytic anaemia has been 
shown to occur in some 40 to 60%. The bone marrow 
of the patients here reported was normal or moderately 
hypocellular in all but 3, in each of whom gross nutri- 
tional defect had been present for many years. This 
macrocytic anaemia failed to respond to liver extract in 
big doses or to folic acid, except in the 3 patients in whom 
extrinsic-factor deficiency almost certainly existed. The 
authors conclude [with good reason] that the macrocytic 
anaemia of chronic liver disease is produced by some 
metabolic defect different from that responsible for 
pernicious anaemia, and is not due to a deficiency of the 
erythrocyte maturation (liver) factor, which is lacking in 
pernicious and other related macrocytic anaemias. 

Thomas Hunt 


2484. Needle Biopsy of the Liver, with Special Reference 
to a Modified Gillman Technique 

R. Terry. British Medical Journal (Brit. med. J.) 1, 
657-660, April 16, 1949. 2 figs., 28 refs. 


The author reports his experience with 72 biopsies of 
the liver carried out with a modified form of the apparatus 
described by the Gillmans in South Africa. There were 
6 failures but no complications. The intercostal 
approach was adopted, and the author claims that with 
his method the cannula is within the liver for a con- 
siderably shorter time (1°5 to 3-5 seconds) than when 
other instruments are employed (10 to 15 seconds). A 
useful and practical suggestion is made for handling the 
core of tissue extracted. This is gently extruded into a 
short fine glass tube (5 cm. x 3 mm.) before being placed 
in formol saline; in this way the tissue is protected, is 
kept straight, and can readily be inspected macro- 
scopically. Green spots suggest obstructive jaundice, 
segmentation suggests cirrhosis, and pale zones may 


indicate neoplasm or lymphadenoma. The modified 
Gillman instrument used is illustrated and fully described. 
J. W. McNee 


2485. Liver and Muscle Glycogen in Normal Subjects, 
in Diabetes Mellitus and in Acute Hepatitis. Part I. 
Under Basal Conditions 

J. A. Hivpes, S. SHERLOCK, and V. WALSHE. Clinical 
Science [Clin. Sci.] 7, 287-295, April, 1949. 18 refs. 


Biopsy specimens of muscle and of liver for glycogen 
estimation were taken from 19 normal subjects, 12 
patients with diabetes mellitus, and 3 cases of infective 
hepatitis. The hepatic glycogen content in cases of 
diabetes was approximately the same as in normal 
subjects. The pectoralis major glycogen content was 
lower, but not significantly so, in diabetics than in 
normal subjects. The glycogen content of the gastroc- 
nemius muscles was significantly lower than that of the 
pectoralis major muscles. H. K. Goadby 


2486. Liver Muscle Glycogen in Normal Subjects, in 
Diabetes Mellitus and in Acute Hepatitis. Part II. 
The Effects of Intravenous Adrenaline 

J. A. Hitpes, S. SHERLOCK, and V. WALSHE. Clinical 
Science [Clin. Sci.] 7, 297-314, April, 1949. 5 figs., 
26 refs. 


Changes in hepatic and muscle glycogen content, in 
blood sugar and lactic acid levels, in serum potassium 
level, and in oxygen consumption per minute were 
observed during and after intravenous adrenaline infusion 
in 19 normal subjects, 13 diabetic patients, and 3 patients 
with infective hepatitis. In normal subjects, adrenaline 
caused a rise in sugar and lactic acid levels in blood, a fall 
in potassium level in serum, and an increase in oxygen 
consumption during the infusion for 1 hour; glycogen 
content of muscle fell during the first 30 minutes of the 
infusion and then rose again. In 5 cases tested, there 
was a fall in the glycogen content of liver at the end of the 
hour. In 5 diabetics responses were normal; in 5 
diabetics the rise in blood sugar level was small but the 
increases in lactic acid level and oxygen uptake were 
normal. In 6 diabetics the glycogen content of muscle 
diminished during the adrenaline infusion and rose to 
resting levels by 1 hour after the infusion, as in the normal 
subjects. In 2 diabetics, in whom there was a small 
rise in blood sugar, the hepatic glycogen content rose. 
In 1 elderly insulin-insensitive diabetic, all responses, 
including a fall in liver glycogen content, were normal. 
In 2 patients with severe hepatitis the changes in lactic acid 
level in blood and in muscle glycogen content were 
normal but the glycaemic response was subnormal. 

H. K. Goadby 


2487. Malignant Haemangio-endothelioma (Haemangio- 
blastoma) of the Liver 

R. HastinGcs-James. Journal of Pathology and Bacterio- 
logy [J. Path. Bact.] 61, 49-53, Jan., 1949. 3 figs., 
12 refs. 


See also Sections Radiology, Abstract 2255; Pathology, 
Abstract 2294; Paediatrics, Abstract 2352; Neurology, 
Abstract 2554. 


2. 


Z 


Oy 


2 
. F 
F 
J 
st 
g 
fi 
tl 
ti 
at 
ye 
hi 
al 
m 
x 
ar 
TI 
di 
sy 
th 


ys 


Endocrine Disorders 


2488. Endocrinopathies Associated with Hyperostosis 
Frontalis Interna 

F. E. HARDING. American Journal of Medicine [Amer. 
J. Med.) 6, 329-335, March, 1949. 5 figs., 27 refs. 


Of 17 women with hyperostosis frontalis interna 
studied, not one was found to be normal, and, as a 
group, they suffered from minor endocrine imbalance, 
frontal headache, asthenia, forgetfulness, obesity, poor 
vision, and a high incidence of psychoneurosis. The 
cause of the condition is unknown and treatment is 
therefore symptomatic. Geoffrey McComas 


2489. Cushing’s Syndrome and Thymic Carcinoma 
D. HussBLe. Quarterly Journal of Medicine (Quart. J. 
Med.) 18, 133-148, April, 1949. 11 figs., 31 refs. 


A detailed description is given of the symptoms and 
signs and necropsy findings in the case of a man aged 47 
with Cushing’s syndrome associated with a carcinoma 
of the thymus. The patient had a niece who was a 
pseudo-hermaphrodite and who died in infancy, and a 
nephew who had pubertas praecox and died in childhood. 
The patient himself died 8 hours after surgical removal of 
the thymic tumour, the blood pressure never rising above 
58 mm. Hg. The tumour cells were of epithelial type. 
The suprarenal glands together weighed 28 g. and con- 
tained numerous small extracapsular adenomata 1 to 2 
mm. in diameter; the anterior lobe of the pituitary gland 
contained typical hyaline basophil cells. After a review 
of the literature the author concludes that in Cushing’s 
syndrome there is a tendency to carcinogenesis. 

A. C. Crooke 


2490. The Pathology of the Thymus in Myasthenia 
Gravis. A Study of 35 Cases 

B. CasTLEMAN and E. H. Norris. Medicine [Medicine, 
Baltimore] 28, 27-58, Feb., 1949. 30 figs., 17 refs. 


The authors discuss the incidence, age, sex, and dura- 
tion of symptoms in myasthenia gravis in relation to the 
pathology of the thymus gland in 330 cases mainly 
collected from the literature and partly from cases seen 
at the Massachusetts General Hospital in the past 40 
years. Of the series, 97 tumours were thymomata. 
This incidence of thymoma is considered artificially 
high, being more than twice that reported by other 
authors. Whereas only 15% of the cases of tumour 
occurred in patients under 30 (incidence 30 to 60 years 
mainly), 55% of the patients without tumours were under 
30 (incidence 15 to 35 mainly). There were 206 females 
and 123 males, thymomata being commoner in the latter. 
This may be related to age difference of onset of the 
disease. In both males and females the duration of 
symptoms before operation or necropsy in the cases of 
thymoma was much shorter than in the others. 


In the authors’ own series, there were 23 thymectomies, 
one thymic biopsy, and 11 necropsy examinations; in 
4 cases necropsy was performed at an interval after 
thymectomy. In 10 cases there were definite thymomata 
with smooth lobulated surfaces and many liquefactive 
cystic areas; specimens averaged 70 g. in weight. Three 
histological patterns are described in which: (1) epithelial 
elements outnumber lymphocytes; (2) both occur 
equally; (3) lymphocytes are predominant. Tumours 
on the whole tended to be homogeneous. Hassall’s 
corpuscles do not form an essential part of the thymoma, 
which is considered to be a benign neoplasm. A case 
in which evidence suggested surgical transplantation of 
the tumour is described. Ectopic thymomata occur. 
Pathological details of these cases are given. 

When the thymus was not neoplastic it was normal in 
appearance and weight. The striking feature micro- 
scopically was the presence of lymphoid germinal centres 
in the medulla in all but 6 of the cases; in some cases 
these centres were very numerous. They are occasion- 
ally seen in exophthalmic goitre, Addison’s disease, and 
acromegaly, but not inthe normal thymus. Thymectomy 
in cases of tumour produced very little improvement but 
in the other cases about half the patients benefited. The 
authors consider that thymus tumours and cases of 
myasthenia gravis without tumour require separate 
consideration and study. [This interesting paper is well 
illustrated and should be read in the original.] 

J. Maclean Smith 


2491. Manifestations of ‘“ Dyscorticism ’’ in Infants. 
(Die Erscheinungsformen des ‘* Dyscorticismus ’’ beim 
jungen Saugling) aa 

G. FANconi and R. F. LANDOLT. Helvetica Paediatrica 
Acta (Helv. paediat. Acta] 4, 22-42, Feb., 1949. 12 figs., 
25 refs. : 


The authors describe three clinical pictures, occurring 
in the neonatal period and in early infancy, and which 
may be attributed to impaired function of the adrenal 
cortex (dyscorticism). (1) Pseudopyloric stenosis 
characterized by persistent vomiting, failure to gain 
weight, tendency to dehydration, and failure to respond 
to the usual methods of treatment. The relation of the 
syndrome to the adrenal cortex is likely because of 
biochemical findings (presence of chlorides in the urine in 
spite of hypochloraemia), of good response to parenteral 
administration of adrenal extracts and especially to 
desoxycorticosterone, and of findings at necropsy. 
Insufficient formation of the hormone which regulates 
water and salt metabolism is likely to be the main factor. 
(As the authors point out, their conclusions are similar to 
those of Jaudon, J. Pediat., 1948, 32, 641.) (2) Con- 
genital coeliac disease. Under this name the case is 
described of an infant with chronic diarrhoea and failure 
to thrive but no proved steatorrhoea. At necropsy, a 
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cortical adenoma was found in the right adrenal. The 
authors suggest that this adrenal tumour may have been 
the cause of the infant’s illness. [It is doubtful if the 
name “ coeliac”’ should be given to any condition in 
which the presence of steatorrhoea has not been proved 
by chemical estimation of the fat content of the faeces. 
Furthermore, the other findings at necropsy, although the 
complete report is not given, suggest the presence of an 
infected subdural haematoma, and the doubt may there- 
fore exist whether the infant’s illness would not have been 
the same even if both adrenals had been normal.) (3) 
Pseudo-hermaphroditism of the newborn, the well-recog- 
nized congenital form of the adrenogenital syndrome. 
S. Doxiadis 


THYROID AND PARATHYROID 


2492. Therapeutic Trials of a Thyroid Product, “* Thyro- 
boline ’’. (Essai sur un médicament thyroidien appelé 
thyroboline ”’) 

J. TREMOLIERES and M. BourrEL. Semaine des Hépitaux 
de Paris [Sem. Hép. Paris] 25, 479-482, Feb. 10, 1949. 
5 figs. 


The effects of “ thyroboline”’ (thyroglobulin) were 
observed in 11 subjects—3 with obesity, 4 with 
myxoedema, 2 with hyperthyroidism, and 2 normal. 
In its action it resembled powdered thyroid but is said 
to be twice as active. It was better tolerated than 
powdered thyroid and was particularly useful for the 
relief of hypothyroid symptoms during the treatment of 
thyrotoxicosis with antithyroid substances. 

John R. Vane 


2493. Cretinism with Goitre in Infancy. Two Cases 
Treated with Thyroid 
V. SMALLPEICE. Lancet [Lancet] 1, 565-568, April 2, 
1949. 4 figs., 6 refs. 


The author describes 2 cases of sporadic cretinism 
associated with a goitre in infancy, treated with thyroid 
at the Radcliffe Infirmary, Oxford. The first patient, a 
cretin aged 8 months, had dysphagia and stridor. 
Examination at this stage also revealed some mental 
backwardness. No cervical mass was palpated. Radio- 
logical examination of the neck showed forward displace- 
ment of the pharynx and a “ soft tissue swelling behind the 
trachea and larynx’. A year later the picture was of a 
more definite cretinism and treatment began. On an 
initial dose of 1 gr. (65 mg.) thyroid daily her physical 
appearance improved and after 3 weeks she was trying to 
talk. During the second month 2 gr. (130 mg.) thyroid 
was administered daily and the pressure symptoms 
disappeared. When she was seen at the age of 4 years 
4 months pressure symptoms and cretinism had dis- 
appeared but a degree of mental defect remained. 

The second child, who had had a goitre since birth, 
was first seen at the age of 1 year 11 months and had 
previously been treated with Lugol’s solution with no 
success. - He was a -backward cretin -with-a- soft diffuse 
goitre containing a nodule 1 inch (2-5 cm.) in diameter 
at the lower pole. After 3 months’ treatment with 


1 to 14 gr. (65 to 97 mg.) thyroid daily the gland was no 
longer visible and a very rapid development in the 
skeletal age was shown by radiography. The child 
still remained retarded mentally. 

[No mention is made in the first case of whether a 
hypertrophied tongue was a factor in production of the 
pressure symptoms.] I. McLean-Baird 


2494. Histological Findings in the Thymus of Animals 


Treated with Serum from Patients with Hyperthyroidism. 
(Reperti istologici del timo in animali trattati con siero di 
sangue di ipertiroidei e basedowiani) 

S. NAVARRA. Pathologica [Pathologica] 40, 326-331, 
Nov.—Dec., 1948. 2 figs., 21 refs. 


Serum from 5 patients with hyperthyroidism was 
injected into guinea-pigs, serum from a healthy subject 
being used as a control. The animals were given 1 ml. 
daily intraperitoneally, 3 animals being used for each 
patient. The loss of weight was from 7 to 25%. The 
animals were killed 24 hours after the course of injections, 
but necropsy revealed no abnormality. In the thymus 
there was hyperplasia of the reticulum cells and of 
Hassall’s corpuscles, and the number of thymic cells 
seemed to be reduced. E. Neumark 


2495. The Behaviour of Radioiodine in the Blood 

W. M. McConaney, F. R. KEATING, and M. H. Power. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 191- 
198, March, 1949. 4 figs., 15 refs. 


This and the two subsequent papers (Abstracts 2496 
and 2497) come from the Mayo Clinic. I**! was given 
orally to 31 fasting patients with varying states of thyroid 
function and the serum concentration of radio-iodine 
was determined at intervals. Both tracer and therapeutic 
doses (carrier iodine 100 xg.) were used, but there was 
no significant difference in the -serum levels during the 
first 48 hours. Serum-precipitable radio-iodine was 
determined in 13 cases. It was possible only to determine 
the precipitable radio-iodine when large doses of I'*+ had 
been given. 

The curves when total radio-iodine in serum was plotted 
against time showed three phases: (1) a rapid rise due to 
absorption from the gastro-intestinal tract; (2) a more 
prolonged fall at an exponential rate, due to disappearance 
of inorganic I**! into body fluids, urine, and thyroid; 
(3) a slower, more prolonged fall (or occasionally a 
slight rise in cases of hyperthyroidism) associated with 
the appearance of organically bound (precipitable) 
radio-iodine. In hyperthyroidism, the maximum levels 
were reached in half an hour and a very rapid fall 
followed. In hypothyroidism, the maximum _ was 
reached later and the fall was more gradual. The 
euthyroid group was intermediate. 

After 8 hours, the mean concentration (percentage of 
dose per litre of serum) was 0-49% (range 0-05 to 1-2%) 
in hyperthyroidism, 1-28% (1 to 1-9%) in euthyroidism, 
and 2:06% (2 to 2-5%) in myxoedema. Precipitable 
radio-iodine appeared in the blood much sooner and its 
concentration rose more rapidly and rose higher in the 
hyperthyroid group than in euthyroid persons. A small 
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quantity of precipitable radio-iodine was observed in a 
patient who had myxoedema. G. Ansell 


2496. Relative Measurement in vivo of Accumulation of 
Radioiodine by the Human Thyroid Gland: Comparison 
with Radioactivity in Peripheral Tissues 

T. J. LUELLEN, F. R. KEATING, M. M. D. WILLIAMs, 
J. BERKSON, M. H. Power, and W. M. MCCONAHEY. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
207-216, March, 1949. 6 figs., 10 refs. 


To 29 patients with varying states of thyroid function 
I'31 was administered orally (as in Abstract 2495). 
Radioactivity (y ray) was measured at a height of 10 cm. 
above the thyroid with a shielded Geiger counter. In 
order to correct for the radio-iodine in the extracellular 
fluid of the neck, concurrent measurements were made 
over the thigh. It was arbitrarily decided to subtract 
twice the latter reading as a correction factor. Measure- 
ments were made at 30-minute intervals. The radio- 
activity, measured as counts per second per millicurie of 
I'31 administered, was plotted against time. The curves 
showed an initial rapid rise which was exponential, 
followed by a slow fall. In euthyroid persons, the curves 


reached a maximum in 24 to 48 hours. In hyperthyroid 


cases, the curves rose more steeply and to higher levels. 
There was, however, some overlapping between the lowest 
curves of the hyperthyroid group and the highest curves 
of the euthyroid group. In myxoedematous patients 
there was little or no accumulation of iodine. In cases 
of adenomatous goitre without clinical hyperthyroidism 
there was some variation, several large goitres collecting 
larger quantities of radio-iodine than in the euthyroid 
group. These thyroid curves were similar in shape to 
the curves obtained for urinary excretion of I'*+ (plotted 
as percentage of dose against time). The curves of the 
radioactivity over the thigh followed closely the curves 
of serum radioactivity (Abstract 2495). 

The exponential rate constants of the curves of intra- 
thyroid iodine were found to have approximately the 
same value as the rate constants estimated from observa- 
tions of the serum and urine, and over the thigh. This 
rate is regarded as representing the rate of disappearance 
of radio-iodine from the blood into the thyroid, urine, 
and peripheral tissues. This rate varies with different 
states of thyroid function but does not measure directly 
or quantitatively the thyroid accumulation of radio- 
iodine. [The assumption of a single rate constant is 
probably an over-simplification.] G. Ansell 


2497. The Measurement of the Iodine-accumulating 
Function of the Human Thyroid Giand 

F. R. KeaTInG, J. C. WANG, T. J. LUELLEN, M. M. D. 
Wittiams, M. H. Power, and W. M. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
217-227, March, 1949. 15 refs. 


In this paper the authors attempt to correlate their 
previous findings on I**! in urine, serum, and thyroid, 
and to evaluate various methods of measuring the iodine- 
accumulating function of the thyroid. ['*! was ad- 
ministered orally and serial measurements of radio- 
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activity in vivo were made over the thyroid. The results 
were expressed in terms of microcuries by taking these 
measurements at two different distances from the neck 
and making comparisons with a known standard of [131 
(error +15%). Nine new terms are coined to denote 
the various values calculated. Particular stress is laid 
on the iodine ‘“ accumulation rate”, defined as the 
proportional rate at which the thyroid accumulates 
radio-iodine. (This is the product of the asymptotic 
quantity of I'*1 collected by the thyroid expressed as a 
fraction of the dose, and the proportional rate at which 
the I'%! disappears from the blood into all sites of 
disposal.) The mean accumulation rate of the thyroid 
in 5 cases of euthyroidism (including low-grade thyroid 
tumours) was 2°4+0-7%, in 7 cases of non-thyrotoxic 
adenomatous goitre 4-6+1-3%, and in 7 cases of hyper- 
thyroidism 20-2+5-6%. It is suggested that the method 
could be simplified (at the cost of some accuracy) by 
using a single in vivo measurement over the thyroid in 
combination with the urinary excretion curve of 11. 
The volume of blood cleared of radio-iodine per minute 
by the thyroid may, however, prove to be a more useful 
indication of thyroid activity [see also Pochin et al., 
Quart. J. Med., 1948, 17, 329]. These figures are not an 
absolute measure of thyroid activity, since differences in 
renal function can affect the iodine level in blood and 
consequently the concentration of iodine arriving at the 
thyroid. Errors may also arise due to variations in rate 
of absorption from the gastro-intestinal tract, the time 
required for equilibrium to be reached between the blood 
and tissue fluids, and the rate of tion of organically 
bound radio-iodine from the thyroid. G. Ansell 


2498. Blood Iodine and Thyroid Function. A Study of 
254 Cases. [In English] 

P. SoisaALo. Acta Medica Scandinavica [Acta med. 
scand.] 133, 186-209, 1949. Bibliography. 


The total blood iodine (measured by Leipert’s method) 
in 80 normal people in Helsinki in 1939 averaged 14:8 
+0-4 yg. per 100 ml.; values were similar in two other 
areas with high and low goitre incidence. The mean 
value was reduced to 12-9+0-6 yg. in 1940-1, presum- 
ably owing to food shortage. The mean value was raised 
in 68 cases of thyrotoxicosis (20-5+0-7yug.), slightly 
raised in 10 cases of non-toxic goitre (15-8+1-5 pg.), 
and reduced in 6 cases of hypothyroidism (9+0°8 yug.); 
after operation the mean value in 34 cases of hyper- 
thyroidism was reduced to 14-8+0-6 pg. No sex 
differences were observed. 

Iodine tolerance tests were carried out on most of 
these patients and on 30 normal people. Blood samples 
were taken before and 5 minutes after the intravenous 
injection of 200 yg. of iodine as Lugol’s solution per kg. 
body weight and the percentage of the injected iodine 
remaining in the blood 6 hours later was determined. 
The percentage retained was 17-:1+0°6 in the normal 
subjects, 3-8+0-4 in the thyrotoxic patients before 
operation, and 17-5+1-1 in 30 of them after operation 
(the clinical improvement produced by iodine therapy 
was not reflected in either blood-iodine or iodine-toler- 
ance values); retention was normal (16-2+0-7%) in the. 
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cases of non-toxic goitre and high (31-8+2-6%) in the 
untreated hypothyroid cases. 

Analysis of the data indicates that there is a con- 
siderable individual overlap between the values for blood 
iodine in the different groups although the means are 
different. This is not so with the iodine-tolerance figures, 
where those for normal people all fell within the range of 
13 to 23% (which also included all the cases of non-toxic 
nodular goitre) while the values in the cases of hypo- 
thyroidism and hyperthyroidism were in the ranges of 
23 (1 case) to 39% and 0 to 12% respectively. The 
determination of total blood iodine has little diagnostic 
value because of the overlapping and the possibility that 
figures may be high in cases of non-toxic nodular goitre. 
The iodine-tolerance test presents technical difficulties, 
but where facilities are available it is a useful diagnostic 
aid. Peter C. Williams 


2499. Hypercalcaemic Effect of Vitamin D, (Calciferol) 
Implants in Parathyroid Insufficiency. (Action hyper- 
calcémiante des implants de vitamine D, (calciférol) 
dans |’insuffisance parathyroidienne) 

L. Justin-BESANGON, H. P. Kiotz, and P. BARBIER. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris| 65, 443-450, 1949. 
5 figs., 11 refs. 


Seven cases are described. The descriptions of 
clinical conditions indicate that 5 patients were suffering 
from tetany, while the descriptions in the other 2 cases 
aie not clear. All patients had a level of calcium in 
serum between 9 and 9-3 mg. per 100 ml. (mean 9:1; 
ao=0-37). [See note to Abstract 2500.] 

Each patient was treated by subcutaneous implantation 
of a pellet of 75 mg. (25 mg. in one case) of calciferol. 
This treatment caused a rise in the serum calcium content 
in every case. Maximum calcium levels were attained in 
10 to 20 days, and subsequently the calcium concentra- 
tion remained high for a further 10 to 30 days or more. 
The calcium content of the serum returned to its original 
value in more than 50 days in each case. The increases 
in serum calcium level were between 1-2 and 3-2 mg. per 
100 ml. (mean 2:2; o=1-9). In all cases the authors 
report an improvement in the clinical condition. Symp- 
toms and signs of tetany were consistently relieved. 
In 1 case the end of the rise in serum calcium level was 
marked by the return of symptoms. Five of the patients 
were given 20 mg. of oestradiol benzoate before treatment 
and in 4 of these it accentuated the hypocalcaemia, the 
fall being about 1 mg. per 100 ml. of serum. The 


authors attach some importance to this phenomenon as a ~ 


test for hypoparathyroidism. 

The hypercalcaemic action of calciferol implants has 
been noted in parathyroidectomized dogs, and has been 
found to be independent of diet and of alimentary 
calcium. In human patients the action of implants is 
greatly superior to that of oral calciferol. The dose used 
(75 mg.) was arbitrary and the best dosage remains to be 
investigated. The exact clinical indications for the 
treatment are not yet known. The treatment does not 
endanger the kidneys; one patient in the present series 
had granular casts in the urine and defective elimination 


DISORDERS 


of phenolsulphonphthalein, but a normal blood urea 
content. The albuminuria and cylindruria disappeared 
during treatment. 

Certain observations made on these patients are not 
compatible with Albright’s theory that massive doses of 
calciferol raise the serum calcium level by primarily 
increasing phosphorus excretion. Jeffrey Boss 


GENITAL GLANDS 


2500. Clinical Study of the Effect of Oestradiol Benzoate 
on the Blood Calcium Level. (Etude clinique de l’action 
du benzoate d’cestradiol sur la calcémie) 

L. JusTIN-BESANGON, H. P. Ktiotz, and P. BARBiER. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris {Bull. Soc. méd. Hép. Paris] 65, 451-458, 1949, 
18 refs. 


The effect of parenteral administration of oestradiol 
benzoate was observed in three groups of patients. In 
120 healthy control subjects the injection of 20 mg. of 
oestradiol benzoate caused only negligible changes in the 
serum calcium level 1 and 2 hours after injection. The 
second group contained 7 patients: 1 had osteomalacia, 
2 had spasmophilia, and 2 were controls; the other 2 
had hypoparathyroidism, but may be _ considered 
separately. [No special comment is made on the 
presence of a case of osteomalacia in the series.] The 
first 5 received an implant of 75 mg. of calciferol. This 
raised the serum calcium level considerably. In each 
case, when the serum calcium had attained a level of 
about 12 mg. per 100 ml., a course of oestradiol benzoate 
was given. The doses were 10 or 20 mg., given over a 
period of 4 to 7 days, and totalling 70 to 120 mg. The 
oestradiol injections initiated a fall in serum calcium level 
which nullified the effect of the calciferol in about 10 days 
in all 5cases. When no oestradiol was given, the calcium 
level remained at about 12 mg. per 100 ml. for about a 
fortnight, taking a further 10 days to return to the 
previous level. The other 2 patients with hypopara- 
thyroidism were given only the calciferol treatment 
first. The effects of this were allowed to run their 
course. Then 1 patient was given a further implant of 
75 mg. of calciferol, followed by 6 daily injections of 
10 mg. of oestradiol benzoate; the serum calcium level 
remained at about 9-5 mg. per 100 ml. The second 
patient also had a second implant of 75 mg. of calciferol, 
followed by daily injections of 5 mg. of oestradiol 
benzoate. On the 8th day the serum calcium level 
began to rise, increasing by 1 mg. to 10-5 mg. per 100 ml. 
on the 10th day. During the 2nd day of the rise 4 
injections of 5 mg. oestradiol benzoate were given, and 
on the 11th day the serum calcium level had fallen to 
8 mg. per 100 ml. There was a steady rise of about 
1-5 mg. per 100 ml. in the next 9 days. 

The third group consisted of 3 patients with hypo- 
parathyroidism, all of whom showed a fall in the serum 
calcium level on administration of oestradiol benzoate. 
In one patient a mixture of 12 mg. of hexoestrol and 20 
mg. of oestradiol benzoate caused no fall in the serum 
calcium level. 

[In both the papers (Abstracts 2499 and 2500) on serum 
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calcium levels by the present authors, hypoparathyroid 
manifestations, including frank tetany, are recorded in 
patients with serum calcium levels between 9 and 10 
mg. per 100 ml. This is extiaordinary and tends to 
make the abstracter regard the authors’ results very 
critically.] Jeffrey Boss 


2501. Action on the Rabbit’s Stomach of Very Large 
Doses of Stilboestrol Alone and Associated with Other 
Hormones. (L’influence de trés fortes doses de stilb-, 
cestrol seul et de stilboestrol associé 4 d’autres hormones 
sur l’estomac du lapin) 

G. DE BusscHER. Acta Gastro-Enterologica Belgica 
[Acta gastro-ent. belg.) 12, 141-149, March, 1949. 
16 figs., 6 refs. 


As a result of the injection into rabbits of 0-75 to 3 mg. 
of stilboestrol daily for 30 days the gastric mucosa 
degenerated. The degeneration affected to some extent 
all parts of the mucosa, but chiefly the glandular and 
superficial tissue; in some parts of the stomach the 
degeneration and desquamation of this tissue was 
accompanied by hypertrophy of the muscle and connec- 
tive tissue which, covered by a simple, undulating 
epithelium, includes the whole mucosa. There was no 
erosion or ulceration, nor was hyperaemia or inflamma- 
tion observed. When treatment was stopped, the 
mucosa regenerated from the basal layers; the oxyntic 
cells proliferated before the peptic cells, and the crypts 
were later reconstituted. There was much individual 
variation in rate of regeneration in different areas of the 
stomach. 

The degeneration produced by stilboestrol may be 
partly prevented by daily injections of progesterone 
(0:25 mg.), testosterone propionate (1-25 mg.), adrenal 
cortical extract, or a mixture of chorionic and hypo- 
physial gonadotrophins. These injections were in- 
creasingly effective in that order, and hyperplasia of the 
mucosa was produced in some cases when stilboestrol 
was injected in combination with the gonadotrophin 
mixture. Similar atrophic changes were produced by 
stilboestrol in the intestinal mucosa and were enhanced 
by adrenal cortical extract; progesterone and testo- 
sterone afforded almost complete protection. The 
gonadotrophin mixture stimulated the epithelium in some 
parts of the gut, but did not protect the mucosa. 

Peter C. Williams 


2502. Spermatogenesis following the Administration of 
Androgen and Gonadotropin in a Case of Eunuchoidism. 
Coincidental Neoplasm during Therapy 

R. M. PERLMAN. Journal of Clinical Endocrinology 
(J. clin. Endocrinol.| 9, 163-170, Feb., 1949. 5 figs., 
3 refs. 


A 31-year-old prepuberal eunuchoid patient was given 
sublingually 100 ml. of methyl testosterone in a concentra- 
tion of 25 mg. per ml. and 100 g. of methyl testosterone 
ointment (2 mg. per g.) by inunction to the external 
genitalia, abdomen, chest, and face in the course of 5 
months. Decided subjective and objective improvement 
was evident within a month of starting treatment. 


Masturbation, which had previously not evoked an 
emission, now yielded azoospermic fluid. Some 9 weeks 
after starting treatment the patient was also given intra- 
gluteal injections of chorionic gonadotrophic hormone 
every 2to3 days. At first he had 1,000 i.u., then 750 i.u. 
for the next 15 injections, and then 500 i.u. for 8 injections 
—a total of 24 injections spread over some 10 weeks. 
This resulted in spermatogenesis with a count of 
12,500,000 per ml., 10% motility, and 30% abnormal 
forms. At the end of this period he developed a malig- 
nant tumour in the right lower quadrant of the abdominal 
wall, which was removed surgically but which subse- 
quently recurred. - A. C. Crooke 


2503. Solubility of Progesterone in Water and Saline 
A. L. Haskins. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 70, 228-229, Feb., 1949. 4 figs., 1 ref. 


The solubility of crystalline synthetic «-progesterone in 
water and in 0-9% sodium chloride solution was measured 
by a spectrographic method. Solubility at 25° C. was 
found to be 16-8 yg. per ml. in distilled water and 15-1 
pg. per ml. in 0-9% saline. Equilibrium between 
progesterone and the solvent was reached after 72 hours 
at 25°C. Forbes and Hooker (Science, 1948, 107, 151) 
reported tHe solubility of progesterone in saline as 6 to 
9 pg. per ml., but they used a bio-assay method, and 
this fact, according to the present authors, may account 


~ for the discrepancy. An incidental finding was that 


maximum ultraviolet absorption of progesterone was at 
2,480 A when the hormone was dissolved in water, but 
at 2,400 A when it was dissolved in 95% ethanol. 

M. H. Salaman 


PITUITARY 


2504. The Effect of Desoxycorticosterone Acetate and 
Sodium Chloride, Thyroxin and Testosterone Propionate 
in a Case of Panhypoadenopituitarism (Simmonds’ 
Disease) with Special Reference to Kidney Function and 
Blood Pressure. [In English] 

R. Lurr and B. SjJ6GREN. Acta Endocrinologica [Acta 
endocrinol., Kbh.] 2, 44-60, 1949. 8 figs., 28 refs. 


The case of a woman with severe Simmonds’s disease 
is described. At different periods she was-treated with 
desoxycorticosterone acetate and sodium. chloride, 
testosterone propionate, thyroxine, and various com- 
binations of these. Desoxycorticosterone alone caused 
only slight improvement in her general condition and a 
restoration of blood pressure to low normal levels. 
Testosterone caused no hirsuties or virilism, but there 
was a marked improvement in her general condition with 
an increase in weight and recovery of strength. Treat- 
ment by thyroxine resulted in a deterioration in her 
general condition, rapid loss of weight, and a serious 
hypoglycaemic attack. When thyroxine was later given 
in conjunction with testosterone propionate there was a 
rapid reappearance of axillary and pubic hair, the skin 
showed increased vascularity, and the basal metabolic 
rate rose to normal. The patient now became strong 
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enough to get up. When desoxycorticosterone acetate 
and sodium chloride were added there was a further 
increase in weight and she developed hypertension. 
Further slight increase in weight occurred when thyroxine 
was suspended. 

Studies of renal function showed that some improve- 
ment in the previously low clearance values occurred 
when desoxycorticosterone acetate was given. The 
addition of thyroxine caused a decided increase in the 
clearance. values. Hypertension did not occur with 
desoxycorticosterone when the renal clearances were very 
low, but it developed rapidly when the clearances were 
improved. The authors suggest that hypertension is not 
necessarily associated with an increase in blood volume 
but is dependent on renal circulation. A. C. Crooke 


2505. Cell Reactions in the Hypothalamus following 
Overloading of the Antidiuretic Function. [In English] 
N. A. HittarP. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 2, 33-43, 1949. 6 figs., 27 refs. 


The injection or ingestion of sodium chloride causes an 
increase in the antidiuretic response of the posterior 
pituitary gland, mediated through the hypothalamus. 
Experiments are described in which rats were so treated 
for variable lengths of time, their hypothalamic nuclei 
being subsequently studied histologically. It was 
found that in “* acute ’’ experiments the normal peripheral 
aggregation of Nissl granules in the cells of the supra- 
optic and the magnocellular portions of the paraventri- 
cular nuclei was reduced and replaced by sparser and 
finer granulation, which was evenly distributed through- 
out the cytoplasm. In “ chronic” experiments the cells 
hypertrophied, dense peripheral aggregations of Nissl 
granules developed, and the nucleoli increased in size. 
It is concluded that these histological changes indicate 
increased function of these nuclei. A. C. Crooke 


2506. The Value of Implantation of Hypophyseal Tissue 
in the Treatment of Hypophyseal Insufficiency. [In 
English] 

A. WESTMAN. Acta Medica Scandinavica [Acta med. 
scand.| 133, 171-185, 1949. 16 refs. 


Pituitary glands from half-grown calves were, within 
two hours of slaughter, aseptically removed, minced, and 
implanted into patients. The implants were made into 
subcutaneous pockets in the labia majora in women and 
into the pectoral or gluteal region in men. Suppuration 
occurred in about 35% of cases and the foreign-body 
reaction sometimes led to the expulsion of the implant; 
extensive necrosis with rise in temperature and ugly 
cicatrization followed in 3 cases. In one case symptoms 
of diabetes were aggravated. 

The largest group of patients had amenorrhoea; this 
was primary in 36 cases and secondary in 111 and there 
were 80 cases of hypo-oligomenorrhoea. These women 
had all been treated with oestrogen, thyroid, and serum 
and chorionic gonadotrophins without success before the 
implantation, usually with one pituitary gland but some- 
times with two, three, or four. In 3 women primary 
amenorrhoea was cured and regular menstrual cycles 


continued during a follow-up of at least a year; in 2 of 
these cases a second implant was successful 6 to 12 months 
after a first had not succeeded. Similar good results 
were obtained in 32 of the women with secondary 
amenorrhoea and in 22 of those with hypo-oligo- 
menorrhoea, and 5 and 7 of these groups respectively 
became pregnant. In all three groups there were 
other cases in which the implantation caused bleeding 
only once or twice. Symptoms of secondary endocrine 
disturbance such as dwarfing, infantilism, hypothyroid- 
ism, adiposity, or marasmus often disappeared after the 
implantation even though the menstrual abnormality 
was unaffected. 

A boy of 15 with symptoms of Fréhlich’s disease and a 
man of 24 with the full syndrome were treated; the boy 
grew and lost weight and the cryptorchidism and genital 
underdevelopment were cured in both. Alopecia totalis 
was cured in 2 out of 10 patients and alopecia areata in 
1 out of 5 cases; temporary growth of hair was produced 
in other cases. In 2 cases of diabetes insipidus the 
implant was unsuccessful, though both had a normal 
urine output during several days after the implantation. 

As almost all the cases had been given other hormone 
treatment or treatments without success beforehand, it is 
unlikely that psychical factors explain the results. Animal 
experiments have shown that heterologous pituitary 
transplants do not survive, and in this series of cases 
expulsion of the implant after a few days did not prevent 
permanent cures. Therefore the results are not attri- 
buted to survival of pituitary tissue and continued 
secretion of hormones, but to the effect of a balanced, 
temporary supply of all the pituitary hormones. It is 
pointed out that most of the cases had symptoms indi- 
cating some degree of pluriglandular deficiency. It is 
concluded that the method is effective enough in a 
proportion of cases to warrant further experimental 
investigation. Peter C. Williams 


2507. The Treatment of Acromegaly 

L. M. HurxTHAL, H. F. Hare, G. Horrax, and J. L. 
PopreN. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.} 9, 126-148, Feb., 1949. 3 figs., 16 refs. 


The results of treatment of 29 patients with acromegaly 
are analysed. In addition to the usual methods of 
assessing the increased pressure-effects of a tumour, 
evidence of hormonal hyperactivity was obtained by 
observations of soft-tissue and bony changes, changes in 
thyroid and carbohydrate functions, alterations in 
menstrual rhythm, and changes in the plasma phosphorus 
level. The latter was used as an indication of growth- 
hormone activity. Taking 3-2 mg. per 100 ml. as the 
average normal level, the authors found an average of 
3-5 mg. per 100 ml. in patients with inactive acromegaly 
and 4-52 mg. in those in whom the disease was active. 
Twenty patients received x-ray treatment, and several 
also had surgical treatment. It was concluded that 
irradiation frequently resulted in a reduction of clinical 
evidence of activity; the plasma phosphorus level fell to 
an average of 3-9 mg. per 100 ml. in the group in which 
the disease was previously regarded as active. 

A. C. Crooke 


Dermatology 


2508. Mucolytic Enzyme Systems. II. Inhibition of 
Hyaluronidase by Serum in Skin Diseases 

M. L. Grats and D. Giicx. Journal of Investigative 
Dermatology [J. invest. Derm.] 11, 259-273, Oct., 1948. 
4 figs., 25 refs. 


Hyaluronic acid is an important constituent of the 
intercellular cement substance in the skin and other 
tissues. Since it is hydrolysed by hyaluronidase, the 
latter is of considerable interest in certain aspects of skin 
pathology, for it has been identified as a “ spreading 
factor’ enhancing the diffusion of infective and other 
agents in the skin. MHyaluronidase is a protein and a 
specific antibody to it is formed; in this investigation the 


level of hyaluronidase inhibition was studied in patients 


with a variety of skin diseases. 

The enzyme activity and its inhibition were determined 
by the viscosimetric method previously described by the 
authors. The unit of inhibition A was defined as 
aan where Ro is the time in seconds required 
for the enzyme to reduce the viscosity of the reaction 
mixture to half its original value and R the time in 
seconds required to reduce the initial viscosity to half 
after the incubation of the enzyme solution with the 
serum for 10 minutes at 37-5° C. 

Serum from patients suffering from pemphigus vul- 
garis; pemphigus foliaceous; lupus erythematosus (acute, 
subacute, and chron; sic)yphilis; cutaneous tuberculosis; 
erythema multiforme; erythema nodosum; chickenpox; 
Kaposi’s varicelliform eruption; herpes zoster; derma- 
titis herpetiformis; molluscum contagiosum; verruca 
vulgaris; psoriasis; erysipelas; cellulitis; impetigo ; 
pyoderma; kerion; blastomycosis; mycosis fungoides; 
lymphoblastoma; sarcoidosis; dermatomyositis; be- 
nign familial pemphigus; lichen planus; pityriasis 
tubra pilaris; epidermolysis bullosa; and xeroderma 
pigmentosa was tested. It was found that, in general, in 
skin diseases of a systemic nature hyaluronidase inhibi- 
tion in the blood serum was raised in proportion to the 
severity of the involvement. The response was non- 
specific and the significance of the hyaluronidase inhibi- 
tion remains unknown. H. R. Vickers 


See also Section Hygiene and Public Health, Abstract 
2142. 


2509. Treatment of Skin Lesions Caused by Mustard 
Gas 

D. C. SincLair. British Medical Journal [Brit. med. J.] 
1, 476-478, March 19, 1949. 10 refs. 


This is a survey of 320 burns by mustard vapour and 
118 by mustard liquid in young men exposed to tropical 
conditions. Pain was controlled by acetylsalicylic acid, 
phenacetin, bromide and chloral, or hyoscine hydro- 
bromide, but morphine gr. 4 (16 mg.) three times daily 


was necessary in the case of severe burns of the genitalia. 
Nausea and vomiting of systemic poisoning proved 
intractable, but alkali, when given in full doses after 
meals, was of value in alleviating abdominal pain. 
Severe headache was unaffected by acetylsalicylic acid, 
phenacetin, and ergotamine. For the unpleasant 
irritation and itching of desquamation a dressing of 
zinc cream, composed of anhydrous wool fat 3 parts, 
olive oil 3 parts, zinc oxide 4 parts, and lime-water 
4 parts, proved of value. Raw surfaces were best 
treated with greasy preparations, especially when the 
genitalia were involved. Triple dye also gave good 
results. Gauze impregnated with petroleum jelly and 
retained in place by a suspensory bandage was satis- 
factory for ambulant cases. 

Among the most common complications, dysuria 
caused by penile burning was relieved to some extent by 
coating the burn with petroleum jelly, and priapism 
responded to an immediate cold saline bath. Sepsis was 
not serious, but in cases of burns of the genital organs 
sloughs were rather slow in separating. 

G. R. Cameron 


2510. Artificial Ultraviolet Irradiation as a Relative 
Protection Against Photosensitivity. Report of Four 
Cases 

J. L. Rupp. Archives of Physical Medicine [Arch. phys. 
Med.} 30, 37-40, Jan., 1949. 6 refs. 


Members of the white races are arbitrarily classified by 
the author into three groups according to their reactions 
to sunlight: (1) Normal or average reactors. (2) 
Sensitive reactors, who become quickly and easily 
sunburnt and develop no natural temporary resistance 
to sunlight. (3) Hypersensitive reactors, who display 
marked local and general reactions when exposed to the 
sun’s rays for a brief period (idiopathic photosensitivity). 
The author has previously demonstrated (Arch. phys. 
Ther., 1944, 25, 345) that a moderate degree of relative 
immunity against the effects of solar exposure can be 
produced in persons of average sensitivity (group 1) and 
in sensitive reactors (group 2) by repeated exposure to 
artificial ultraviolet radiation from a hot or cold quartz 
lamp. The technique consists in producing a Ist degree 
erythematous reaction by exposure for half a minute 
(group 1) or 15 seconds (group 2) at 30 inches (76 cm.) 
from the hot quartz lamp, or for 1 minute (group 1) at 
24 inches (61 cm.) from the cold quartz lamp, four areas 
being irradiated. The process is repeated at intervals 
of 3 or 4 days, the dose rising by increments of 15 to 
30 seconds according to the reaction to the previous dose, 
relative immunity being obtained after approximately 
eight treatments. 

The author now presents 4 cases of idiopathic photo- 
sensitivity in which an essentially similar technique was 
adopted, the cold quartz lamp being used in these cases. 
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The first patient, a man aged 22, was unable to remain in 
the sun for more than half an hour without acquiring a 
headache lasting 2 to 3 days. After a series of irradia- 
tions he was able to remain from 4 to 2 hours in the 
summer sun in the noon period with practically no ill 
effects. The second patient, a fair-skinned, red-haired 
man aged 34, was unable to stand solar exposure for 
longer than 15 minutes without experiencing headache, 
dizziness, weakness, nausea, and occasionally fainting 
attacks, while blisters would develop on the exposed skin. 
After treatment for 3 weeks he was able to remain in the 
sun for 4 to 1 hour without discomfort. The third 
patient was a 24-year-old man who developed an urticarial 
reaction after exposure to sunlight for as little as 3 to 5 
minutes. After completion of eight treatments, direct 
exposure for 2 hours produced no reaction. Finally, 
the case is described of a sailor with naevus flammens of 
the face which tended to flare up after a few minutes’ 
exposure to sunlight, with itching, bleeding, and redness 
of the face. He was given an initial exposure of 15 
seconds at a distance of 18 inches (46 cm.) to produce a 
first degree erythema, exposure being progressively 


increased to 2 minutes. After a month’s treatment the 


bleeding and rawness had diminished and although there 
was still some itching there was no burning after exposure 
to sunlight for 45 minutes. He was given ultraviolet light 
therapy twice a week after he had returned to duty, and 
his condition remained definitely improved. , 

M. B. Ray 


2511. Treatment of Mycosis Fungoides with Nitrogen 
Mustard. (Primo tentativo di cura della micosi fungoide 
con il cloridrato di dicloro-etil-metilamina (nitrogen 
mustard) ) 

M. GANDOLA. Minerva Medica [Minerva med., Torino] 
1, 155-160, Feb. 3, 1949. 9 figs. 


The case history is given of a patient, aged 53 years, 
suffering from mycosis fungoides. After 6 years of slow 
development of a tumour in the region of the shoulder it 
increased rapidly in size, ulcerated at some parts, and 
new nodules developed in the surrounding tissues. 
Histological examination confirmed the diagnosis of 
mycosis fungoides. The patient received 2 courses of 
injections of nitrogen mustard (the bis amine). Each 
course consisted of three injections of 5 mg. on alternate 
days. The interval between courses was 42 days. A fall 
in the leucocyte count from 9,200 to 6,000 per c.mm. was 
observed during the first course, and from 8,600 to 
5,900 per c.mm. during the second. In both instances 
the count returned to normal after cessation of the 
injections. Monocyte and eosinophil counts increased 
slightly and only temporarily. 

During treatment the lesions became paler, less firm, 
and smaller but did not disappear completely. Biopsy 
examination was carried out at regular intervals and 
showed a return to normal, with reappearance of elastic 
fibres, though traces of perivascular cellular infiltration 
remained, with predominance of plasma cells. The 
author considers that the good result should encourage 
further trials with this drug in spite of its toxicity. 

Kate Maunsell 


2512. The Action of Urethane in a Case of Mycosis 
Fungoides. (Die Wirkung von Urethan in einem Falle 
von Mykosis fungoides) 

A. REHAK. Dermatologica [Dermatologica, Basel] 98, 
163-173, 1949. 5 figs., 8 refs. 


A patient with established mycosis fungoides was given 


‘1 to 3 g. of urethane daily for several weeks. Initially 


there was a decided improvement in the skin condition 
and in the differential leucocyte count. Histologically 
the number of all cells in the skin infiltrates decréased 
except that of the reticular mycosis cells, which increased. 
The author considers that the lack of response of these 
cells to a cytostatic agent does not indicate a neoplastic 
process. When urethane ceased to be beneficial 
nitrogen mustard also had no effect. G. W. Csonka 


2513. Sarcoidosis. II. Chemical and Functional Studies 
R. H. GRreKIN and A. C. Curtis. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 11, 299-304, Oct., 
1948. 1 fig., 31 refs. 


The authors studied 12 cases of sarcoidosis, 9 proven 
histologically. Unlike other workers, they found that 
significant changes were present in the serum calcium 
and phosphorus levels, the nitrogen content of blood, and 
serum globulin level in some of the cases. 

H. R. Vickers 


2514. Kaposi’s Angiomatosis in an African from the © 


Belgian Congo. (Un cas d’angiomatose de Kaposi chez 
un noir du Congo belge) 

J. MATHIEU. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.] 28, 457-461, Dec., 
1948. 2 figs., 1 ref. 


This is an account of the occurrence of Kaposi's 
idiopathic haemorrhagic sarcoma in a negro aged 25 
years, the diagnosis of which was confirmed histologi- 
cally. The blood showed an eosinophilia of 22% in a 
total leucocyte count of 9,000 per c.mm. 

H. R. Vickers 


2515. The Treatment of Lichen Planus by a Combina- 
tion of Nicotinamide and Penicillin. (Contribution a 
l’étude du traitement du lichen plan par l'association 
nicotinamide-pénicilline) 

J. FeRREIRA-MARQuES. Acta Dermato-Venereologica 
[Acta derm.-venereol., Stockh.] 29, 109-139, 1949. 1 fig., 
bibliography. 


Five patients, some with acute and some with chronic 
lichen planus, were treated with 3-hourly injections of 


‘penicillin till 2,000,000 to 2,500,000 Oxford units had been 


given. There was no change until towards the end of 
the course, when the lesions began to decrease in size; 
in about 15 days the skin and mucous membranes 
appeared quite clear, but the pruritus was unaffected. 
These patients then received massive doses of nicotin- 
amide. The pruritus ceased, and remained absent so 
long as the nicotinamide was being taken, but recurred 
when its administration was stopped. 
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The author suggests that 3 injections of penicillin 
should be given at one-hourly intervals—S0,000 units, 
75,000 units, 100,000 units; then 150,000 units at each 
injection up to a total of 3,500,000 units. At the time of 
each injection nicotinamide 0-2 g. should also be given by 
mouth. At the end of the course of injections nicotin- 
amide should be prescribed in doses of 0-3 g. 5 times 
daily for 2 days, then 0-4 g. 5 times daily for 3 days, and 
then 0-5 g. 5 times daily for 10 days. It is suggested that 
penicillin may act directly on the biochemical processes, 
probably enzymatic, of the infiltrating cells. The 
author considers that the pruritus is due to an insuffi- 
ciency of coenzymes 1 and 2 and that this is corrected by 
the nicotinamide. E. Lipman Cohen 


2516. Papular Urticaria. Its Response to Treatment 
with DDT and the Role of Insect Bites in its Etiology 

B. SHAFFER, M. C. SPENCER, and H. BLANK. Journal of 
Investigative Dermatology [J. invest. Derm.] 11, 293-298, 
Oct., 1948. 3 figs., 19 refs. 


This is an interesting paper in which it is shown that 
3 out of 33 hospital patients with papular urticaria were 
cured by the use of 5% DDT powder locally in either 
calamine lotion, talc, or an aqueous emulsion of 3% 
triethanolamine and by treatment of sources of infection 
in the home—fieas and bed-bugs. Of 16 patients with 
papular urticaria, 12 gave positive reactions to flea 
antigen. Of 10 patients, 3 were positive to bed-bug 
antigen. It is suggested that although papular urticaria 
may be due to several different antigens, flea and bed-bug 
bites must always be regarded as a very frequent cause. 
H. R. Vickers 


2517. Exertion Urticaria and Lactic Acid. [In English] 
G. Heruitz. Acta Allergologica [Acta Allergolog., 
Kbh.] 2, 44-50, 1949. 8 refs. 


In 2 cases of urticaria due solely to physical exercise 
positive intracutaneous reactions were obtained to lactic 
acid. Passive transfer of this sensitivity was possible. 
Desensitization with lactic acid resulted in considerable 
improvement in the condition. A. W. Frankland 


2518. Generalized Bullous Eruption Following Testing 

for Sulphonamide Hypersensitivity 

D. A. Straus. New England Journal of Medicine [New 

a J. Med.} 239, 956-958, Dec. 16, 1948. 3 figs., 
refs. 


The difficulty in distinguishing the bullous eruptions 
of sulphonamide toxicity from those of idiopathic 
erythema multiforme exudativum are illustrated by the 
case of a negro, with a history of treated syphilis, who 
had a penile ulcer and a pruritic rash between his toes. 
Tests for syphilis were negative. Two days after having 
teceived 2 g. of sulphathiazole orally he had an epileptic 
fit and his temperature rose. Treatment was stopped, 
but ulcerated lesions appeared in his mouth and flaccid 
bullae on his hands and feet, buttocks, and eyelids. 
Much albumin was present in his urine, and a culture 
from the bullous fluid was sterile. Treatment with 


penicillin, boric acid soaks, and 10% zinc sulphate eye 
washes resulted in healing without scarring in about 3 
weeks. A skin patch test for sulphonamide sensitivity 
was negative; he was then given an intradermal injection 
of serum from a patient receiving sulphadiazine. There 
was no reaction, but 2 days later his face began to itch 
and soon he was covered with bullae as before. After 
healing, he was given a test dose of 0-5 g. sulphadiazine 
orally; there was generalized itching and rise in tempera- 
ture, nausea, and vomiting. Again the bullae appeared, 
and again they healed. The authors warn about the 
unreliability of the patch test for sulphonamide sensitivity, 
and emphasize that cases of erythema multiforme should 
not be treated with sulphonamides unless it is absolutely 
certain that the syndrome itself was not caused by the 
drugs. ais T. E. C. Early 


2519. Experimental Miliaria in Man. I. Production 
of Sweat Retention Anidrosis and Vesicles by Means of 
Iontophoresis 

W. B. SHELLEY, P. N. HorvatH, F. D. WEIDMAN, and 
D. M. Pititspury. Journal of Investigative Dermatology 
[J. invest. Derm.] 11, 275-291, Oct., 1948. 6 figs., 
25 refs. 


The importance of the sweat mechanism and, in 
particular, sweat retention, has recently been the subject 
of dermatological investigation. This paper describes 
an experimental method of causing anidrosis due to 
sweat retention without affecting the secretory function 
of the glands. Specially constructed iontophoresis 
units were used consisting of a 45 volt apparatus with 
5-channel circuits and electrodes of stainless steel plates 
separated from the skin by 4 layers of moistened filter 
paper, and with current densities varying from } to 14 
mA per sq. cm. The production of anidrosis was 
demonstrated by lack of alteration of the colour of 
quinizarin when the subject was in a thermal cabinet. 
After iontophoresis there was a latent period of 1 to 3 
days and then anidrosis was present for 2 to 3 weeks; 
during this time, if the subject was made to sweat, vesicles 
appeared in the anidrotic areas. 

The production of anidrosis was influenced by several 
factors. Only the anode gave rise to the phenomenon, 
the current density was of prime importance, and the 
duration of treatment was comparable to this. Further- 
more blonde individuals were more affected than dark- 
skinned subjects. Repeated treatments increased the 
anidrotic effect.. The effect was not influenced by the 
composition or size of the electrodes or by different 
substances at the anodes. 

The vesicles in the anidrotic areas formed by causing 
sweating of the subject were shown to be true sweat- 
retention vesicles, the mouth of the sweat duct being 
blocked by a hyperkeratotic plug. The vesicles appeaied 
and enlarged during exposure to high temperatures and 
chemical stimuli producing sweating, disappearing 
regularly in the cool. They could not be made to appear 
in areas where the.sweat gland was inactivated by atro- 
pine, and the vesicles appeared at the site of sweat pores 
and were in communication with the sweat duct. 

H. R. Vickers 
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SYPHILIS 


2520. Treatment of Early Syphilis with Small Doses of 
Crude Penicillin 

A. E. WALKER and M. UTTEeRBACK. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 59, 
277-283, March, 1949. 3 refs. 


This report records follow-up findings on 109 patients 
at least 34 months after treatment of primary or secondary 
syphilis with small amounts of crude penicillin. An 
initial report on the original group of 159 patients, 
6 to 10 months after treatment, appeared in 1945 (Arch. 
Derm. Syph., Chicago, 51, 200). There were three 
treatment schedules: in group 1, 31 patients were treated 
with 60 injections each of 1,000 units crude penicillin 
every 3 hours (total 60,000 units); in group 2, 47 patients 
received in addition eight daily intravenous injections of 
oxophenarsine hydrochloride (total 320 mg.); in group 3, 
81 patients were treated with 60 injections of 5,000 units 
of crude penicillin 3-hourly (total 300,000 units). Re- 
lapse occurred in 16, or 72%, in group 1; 19, or 56%, 
of group 2; and 35, or 66%, of group 3. There 
was thus no significant difference between the three 
treatment schedules as regards relapse, but it was noted 
that relapse occurred later in patients in group 3 receiving 
the larger total dosage of penicillin. It was further noted 
that the earlier a particular treatment schedule was 
commenced the greater was the chance of cure; thus 
cure was effected in 80% of cases of serum-negative 
primary syphilis, 45% of cases of serum-positive primary 
syphilis, and only 27% of cases in the secondary stage. 
It is surprising that the results obtained with such small 
amounts of penicillin were no worse and the authors 
believe that the crude penicillin used, known to contain 
fractions G, X, and F and a very small amount of K, 
also included some extraneous factors of therapeutic 
value. S. M. Laird 


2521. Quantitative Serologic Titer in Post-Treatment 
Observation of Early Syphilis Treated with Penicillin 
M. H. Gustarson and J. H. Bowen. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 59, 303-307, March, 1949. 1 fig., 2 refs. 


A group of 117 cases was selected from a series of 700 
patients treated for early syphilis with commercial 
sodium penicillin. The sole criterion for selection of 
cases was regular monthly determination of the sero- 
logical titre and clinical examination for one year or until 
a relapse occurred. The dosage schedules of penicillin 
differed and the amount of impurities and the relative 
proportions of the fractions G, F, X, and K varied; in 
consequence, the results in this series are no index of the 
efficacy of penicillin therapy in early syphilis. The 
quantitative test used was the Lund flocculation test 


(Amer. J. Syph., 1942, 26, 1), a macroscopical test with a 
centrifuged re-suspension technique, the Kline exclusion 
antigen being used. Four units in this test correspond to 
1 Kahn unit, and in this study all readings under 1 Kahn 
unit were interpreted as negative. 

Of this group, 71 patients became serum-negative and 
clinically well by the end of one year, serum-negativity 
being obtained in 56% within 3 months and in 91% 
within 6 months after treatment. Forty-six patients 
suffered either a serological or sero-clinical relapse, 
69% relapsing within 6 months and 80% within 9 months 
after treatment. Ultimate relapse was preceded in every 
case by a gradually increasing or sustained high titre, and 
this warning was noted several months before clinical 
relapse occurred. In one-third of the symptom-free 
patients examined the titre fluctuated between 1 and 3 
Kahn units after negativity had been reached, and within 
2 months the serum became permanently negative. In 
30% of those who relapsed there was a sharp fall in titre 
to negativity, followed within 2 months by a steady 
increase in titre. These results indicate that a single 
negative serological result during the early months of 
observation is of little prognostic value. 

S. M. Laird 


2522. Penicillin in the Treatment of Early Syphilis Com- 
plicating Hemophilia. Report of a Case Treated with 48 
Million Units of Oral PenicillinG ~ 

M. S. Buerk and H. A. Tucker. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp. 84, 24-28, 
Jan., 1949. 8 refs. 


A male negro haemophiliac had early latent syphilis. 
The serological titre was 64 Eagle units and there were 
no physical signs although there was a history of blisters 
on the penis one month before. The maternal grand- 
father and four brothers, all of whom had died, were 
also haemophiliacs. The patient had previously been 
admitted to hospital in 1943 and 1947 on account of 
massive haematomata and haemarthroses; at these 
times serological tests for syphilis were negative. On 
his admission in 1948 there was a massive partially 
calcified haematoma on the left side, the bleeding time 
was 3 minutes, the prothrombin time was 19 seconds, 
and the venous clotting time at 37° C. was 15 minutes 
in the first tube and 20 and 33 minutes in the second and 
third tubes respectively. [Although it was considered 
unsafe to carry out lumbar puncture, and also possibly 
inadvisable to treat with parenteral injection of penicillin, 
repeated blood tests of all kinds were performed, in- 
cluding determination of penicillin blood levels on 8 
occasions within 24 hours.] 

The patient received 500,000 units of penicillin orally 
every 2 hours for 8 days (total 48 million units). The 
drug was administered in the form of tablets of 100,000 
units with 0-5 g. of trisodium citrate as an antacid 
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buffer. Records of rectal temperature revealed no 
febrile Herxheimer reaction. The penicillin levels in 
blood were comparable with those obtained by giving 
100,000 units every 2 hours by the intramuscular route. 
Seventy-four days after treatment the serological titre 
was reduced to 16 Eagle units. R. R. Willcox 


2523. Efficacy of Penicillin Treatment of Early Syphilis 
in the Army 

M. L. ALTSHULER, B. D. Karpinos, W. LEIFER, and J. J. 
OzoG. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.| 33, 126-138, March, 
1949. 1 fig., 3 refs. 


The results are analysed of treating 30,972 patients with 
2,400,000 units of penicillin, given in 3-hourly doses over 
a period of 74 days; 22,065 patients were observed for 
less than 6 months and 8,907 for 6 months or more. 
Cases were grouped into three periods: (1) June to 
December, 1944; (2) January to June, 1945; and (3) 
July to December, 1945; (the relative increase in peni- 
cillin K probably occurred about the middle of 1945). 
Of the total number of cases 43-8% were in the serum- 
negative, 42:2% in the serum-positive, and 14% in the 
secondary stage. The percentage failure rates for both 
negro and white patients were: serum-negative primary 
8:73, serum-positive primary 18-62, and secondary 
28:27 (total 15-91); the total failure rate for white 
soldiers was 10-05% and for negroes 22:7%. The total 
failure rates for the three periods were 12-89, 15-84, and 
23-94% respectively, the increase presumably being due 
to the increased proportion of penicillin K used; the 
higher failure rate among negroes is attributed to a 
higher re-infection rate but there may be additional 
factors, since there were no significant differences in the 
distribution of failures between white and negro soldiers 
when the type of failure was considered, that is, infectious 
or serological relapse, serum resistance, or abnormal 
spinal fluid. Of all failures 39-6% were cases of infectious 
relapse, 21-7% serological relapse, 37-2% serum resist- 
ance, and 1-5% abnormal spinal fluid. 

After treatment, 5,600 spinal fluid examinations were 
carried out and only in 21 cases was the fluid abnormal, 
a remarkable tribute to penicillin. T. E. Osmond 


2524. The Treatment of Syphilitic Primary Optic 
Atrophy with Penicillin and with Penicillin and Malaria 

S. F. Horne and A. C. Curtis. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 143-151, March, 1949. 12 figs., 4 refs. 


The authors report the results of treatment of 42 cases 
of primary optic atrophy in tabes or tabo-paresis with 
penicillin alone (3-hourly injections of 40,000 units to a 
total of 4,000,000 units) or penicillin combined with 
malaria therapy (10 paroxysms giving a total of 50 hours’ 
fever above 103.5° F. (39°8° C.) ). The desired complete 
follow-up, including visual surveys at the end of 2 years, 
was attained in. only 7 patients; 4 other patients had 
useful vision at the end of 2 years, but visual field surveys 
were not recorded. Another 5 patients maintained useful 
vision for 2 years, but ophthalmological examination at 


the end of that period was not carried out. Fourteen 
patients were either lost to observation or had received 
further treatment contrary to advice. Six patients were 
blind before treatment was begun. 

The actual number of patients followed up for the full 
2-year period, and having had complete or incomplete 
ophthalmological examinations, was 16. There were 
2 failures in the 11 cases treated with malaria and peni- 
cillin, but none among the 5 cases given penicillin alone. 

{In this small group penicillin alone appears to have 
been as effective as malaria, but whether penicillin will 
be an adequate substitute for malaria therapy in cases of 
optic atrophy can be decided only by longer observation.] 

V. E. Lloyd 


2525. Employment of Antireticular Cytotoxic Serum in 
Resistant Forms of Syphilis. (IIpumenenue antupe- 
THKYNAPHOH  CbIBOPOTKH MpH 
POpMax cHdusHCa) 

L. I. Kuristin, E. K. TSHETSETSKAYA, and I. G. KHAR- 
CHENKO. BectHuk Beneponornu u Jlepmatonoruu 
[Vestn. Vener. Derm.] No. 1, 16-18, Jan.—Feb., 1949. 


The effect of antireticular cytotoxic serum (ACS) was 
studied on 60 men and 75 women with primary and 
secondary (fresh, relapsing, and latent) forms of syphilis 
refractory to specific arsenic and bismuth therapy. The 
ACS was injected subcutaneously in 1 in 10 dilution in 
‘normal saline, doses of 0-5, 1-0, and 1-0 ml. being given 
at intervals of 76 to 96 hours. Irrespective of the number 
of courses of specific therapy undergone by the patients 
before, ACS therapy was used when the epithelization of 
chancres was proceeding sluggishly (primary syphilis), 
when involution of the exanthem was slow (fresh second- 
ary syphilis), or when there was a slow involution of the 
exanthem in its condylomatous stage or persistence of 
serum positivity (latent secondary syphilis). In most 
cases the use of ACS accelerated the healing of lesions, 
many patients becoming Wassermann-negative at the end 
of the course of treatment. The most beneficial effect 
was seen in cases of primary and fresh secondary in- 
fection. It is concluded that ACS therapy is a valuable 
auxiliary method of treatment of refractory forms of 
syphilis. H. P. Fox 


2526. The Problem of the ‘‘ Biologic False ’’ or Non- 
specific Positive Serologic Test for Syphilis. Clinical 
Observations and Case Studies 

J. H. Stokes and G. W. James. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases {Amer. J. 
Syph.] 33, 114-125, March, 1949. 8 refs. 


This article is based on the case records of 43 patients 
who apparently gave biological false-positive (B.F.P.) 
serum reactions. [There is a wealth of detail which 
cannot be given in an abstract.] A table sets out signs 
suggestive of syphilis (25 items) and those suggestive of 
non-specific positive reaction (19 items) in parallel 
columns; the former include signs in skeleton, facies, 
teeth, nervous system, liver, spleen, eye, and cardio- 
vascular system; the latter include infection, 


immunizations, urticarial-allergic disease, and acute 
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lymphadenopathies (not mononucleoses). In the 43 
cases investigated colour, sex, age, and marital status 
did not affect the position; reference to consultants was 
of very little help. Large numbers of serum tests of 
various kinds were carried out in different laboratories 
and results often appeared to be more or less contra- 
dictory; spinal fluid examinations were not helpful; in 
general, complement-fixation tests were less liable to give 
a B.F.P. than flocculation ones. 

The following conclusions may be drawn from this 
study. The more the subject is studied the more 
puzzling it becomes; the B.F.P. appears to result very 
often from a general infection, specially by a virus, from 
foreign protein inoculation, and from certain diseases 
such as leprosy, malaria, and infectious mononucleosis. 
Some of these conditions may convert a negative reaction 
to a positive one in a syphilitic person. B.F.P. reactions 
may constitute 40% of all positive reactions but do not 
occur more often than in | in 700 routine tests. Every 
positive reaction should be checked for the possibility 
of a B.F.P.; treatment (except in the case of a pregnant 
woman) should never be given until a complete evaluation 
has been carried out; multiple tests, cardiolipin antigens, 
and any possible verification procedure should all be 
tried. 

[This study is a masterly exposition of what is known 
about this condition and gives much food for thought but 
does not solve the problem.] T. E. Osmond | 


2527. Action of Some Antibiotics on Treponema pallidum 
Cultures. HeKoToppix aHTHOHOTHKOB Ha 
OnenHyw cnupoxety) 

S. M. VyAsELEVA. BecrHuk Bexeponoruu u 
norun [Vestn. Vener. Derm.] No. 1, 4-8, Jan.—Feb., 
1949. 


Parallel experiments were carried out to test the 
spirochaetistatic and spirochaeticidal effect of (imported) 
penicillin, Soviet gramicidin, mycetin, and aspergillin 
on five human strains of Treponema pallidum grown for 
7 to 10 days on the Kitt—Tarozzi [?] medium. As the 


motility of the organism is not always a safe criterion of 


its survival after exposure to antibiotics, the effect of the 
latter was checked by the presence or absence of 
growth in sub-cultures made from 7. pallidum subjected 
yo their action. To obtain a spirochaeticidal effect 
fairly high concentrations of penicillin are required; 
two of the strains gave a rich growth on subculturing, 
after being subjected for 24 hours to a solution containing 
1,250 and 250 i.u. of penicillin per ml. A spirochaeti- 
static effect was achieved with much lower concentra- 
tions. None of the strains grew in the medium con- 
taining 45 to 51 units of penicillin per ml. after one 
month in the thermostat; some strains grew in a medium 
containing 9 and 18 units of penicillin per ml. Mycetin 
had no spirochaeticidal effect, and in certain concentra- 
tions even stimulated the growth of T. pallidum. Grami- 
cidin had a negligible spirochaeticidal effect; aspergillin 
had no _ spirochaetistatic effect, and was weakly 
spirochaeticidal in the case of two strains. H. P. Fox 


See also Section Pharmacology and Therapeutics, 
Abstract 2229. 


GONORRHOEA 


2528. The Treatment of Gonorrhea with Streptomycin 
S. R. Taccart, H. L. Hirsu, F. D. HeNpricks, G. R. 
GaBLE, M. A. Puzak; and A. B. GREAVES. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 33, 177-179, March, 1949. 6 refs. 


Thirty-nine women and 190 men suffering from 
gonorrhoea were treated by single intramuscular injec- 
tions of 0-1 to 0-6 g. streptomycin in aqueous solution. 
A cure was regarded as likely if there was an improve- 
ment in the clinical findings and if two or more cultures 
were negative during the ensuing 10 days. All of 17 
given 0-6 g. and all of 10 given 0-4 g. were cured. There 
was one failure among 50 cases given 0-5 g. and 10 failures 
among 125 given 0-3 g., 2 among 22 given 0-2 g., and 
3 among 5 given 0-1 g. In all failures the condition 
responded to further streptomycin and toxic effects were 
negligible. A single injection of 0-5 g. of streptomycin 
was given to 4 patients with primary syphilis; there was 
no diminution in the activity of the treponemes in the 
dark field after 6, 12, and 24 hours. Although it is 
considered that syphilis may not be obscured by treating 
gonorrhoea with streptomycin, it is noted that febrile 
Herxheimer-like reactions were observed in 2 patients 


in each of whom serum tests for syphilis subsequently - 


proved positive. R. R. Willcox 


2529. Keratosis Blennorrhagica. Response to Strepto- 
mycin; Report of a Case 

R. G. THompson, C. B. and H. Archives 
of Dermatology and Syphilology {Arch. Derm. Syph., 
Chicago] 59, 284-292, March, 1949. 4 figs., 15 refs. 


The authors successfully treated with streptomycin 
one case of keratosis blenorrhagica which had proved 
refractory to sulphonamides and penicillin. The 
cutaneous complication had been present for 7 months, 
but there was no arthritis. Improvement of the 
cutaneous keratosis began early during the 16-day course 
of streptomycin therapy (total 40 g.) and was maintained 
steadily for the 6 weeks during which the patient was 
subsequently observed; improvement in the condition 
of the nails was much slower. The authors report this 
case in some detail, and clinical and histological photo- 
graphs are reproduced; some of the relevant literature is 
noted. [The rate of improvement of skin lesions in this 
patient treated with streptomycin seems rather slow 
compared with that usually obtained in this condition 
with fever therapy.] - S. M. Laird 


2530. The Use of Vaginal and Rectal Cultures in the 
Management of Gonorrhoea in the Female 

A. E. WILKINSON. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 25, 9-12, March, 1949. 1 fig., 
7 refs. 


The results of taking 10,355 cultures and smears for 
the exclusion of gonorrhoea in 3,179 cases over a one- 
year period at the Whitechapel Clinic, London, are 
analysed. The gonococcus was found by smear or 
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culture in 323 cases and 281 of these were regarded as 
fresh infections. In these cases the percentages found 
positive by cultures from the urethra, cervix, vagina, and 
rectum were 61-4, 79-2, 61, and 18 respectively; for the 
smears, the figures for the urethra, cervix, and rectum 
were 45, 50-5, and 28-1% respectively. Vaginal smears 


_ are not considered worthy of examination. 


The culture medium used was composed of one part of 
hydrocele fluid to four parts of an agar base adjusted to 
a pH of 7-4 to 7-6. The cultures were incubated in 
air for 48 hours at 37°C. and then flooded with a 
1% aqueous solution of dimethyl-p-phenylenediamine 
hydrochloride. It was found that 29-5% of the 281 fresh 
cases and 45% of 42 others, which were regarded as cases 
of treatment failure or relapse. might have been over- 
looked if the diagnosis had rested on smears alone. 

R. R. Willcox 


See also Section Cardiovascular Disorders, Abstract 
2391. 
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2531. The Treatment of Chancroid with Streptomycin 

S. R. TAGGART, H. L. Hirsu, F. D. HENpricks, G. R. 
GaBLe, M. A. PUZAK, and A. B. GREAVES. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 33, 180-181, March, 1949. 3 refs. 


Of 61 cases of chancroid treated with streptomycin 
all but 2 were in negroes, and buboes were present in 19; 
45 patients were men and 16 women, and symptoms had 
been present for from 7 to 90 days. Six had already 
received sulphonamides without improvement. Twenty- 
five were admitted to hospital and given 1 g. streptomycin 
daily in 4-hourly divided doses until the lesions had 
healed, a process which took 5 to 19 days. Seventeen 
others also admitted received a single dose of 1 g. daily 
for 5 days, and all were apparently cured. Nineteen 
others were treated as out-patients and given 2 g. daily as 
a single dose but no treatment was given on Saturdays or 
Sundays. At the time of reporting, in 5 the lesions had 
healed, in 8 improved, and in 6 had failed to heal. In- 
patient treatment is therefore considered preferable to 
out-patient therapy; also, on account of ease of admini- 
stration, “* sulphonamides are undoubtedly the drugs of 
choice in the treatment of chancroid ”’. 

R. R. Willcox 


2532. Experimental Studies on the Pathogenicity of 
Donovania granulomatis 

R. B. Dienst, C. H. CHEN, and R. B. GREENBLATT. 
American Journal of Syphilis, Gonorrhea and Venereal 
- 880g [Amer. J. Syph.] 33, 152-157, March, 1949. 
7 refs. 


Granuloma inguinale is well known to be an infection 
of low-grade contagiousness, and the infective agent, the 
intramonocytic organism described by Donovan, must 
be of low virulence. Experimental infection takes place 
in human beings only when a piece of diseased tissue is 
implanted. 


M—2R 


In the present investigation experimental inoculations 
were made into 4 human volunteers—2 with granulo- 
matous lesions and 2 healthy subjects. Subcutaneous or. 
intradermal inoculation of a chick-embryo culture into 
the thigh or scrotum of 2 negro volunteers was followed 
by the appearance of areas of inflammation, which 
disappeared spontaneously in 20 to 25 days. In one 
healthy volunteer a piece of granulomatous tissue, rich in 
Donovan bodies, was rubbed into a ruptured pustule 
produced by the intradermal injection of a Ducrey 
culture. Also, a minute portion of a culture of Dono- 
vania granulomatis was injected into an unruptured 
pustule of similar origin. Some of the inoculated areas 
became indurated on the third day, but this subsided 
spontaneously within 2 to 3 weeks. Later a Berkefeld- 
candle filtrate of ground-up granulomatous tissue was 
injected intracutaneously and subcutaneously into this 
volunteer, but with only slight temporary effect. In 
the fourth volunteer the authors injected chick-embryo 
culture into indurated areas produced by the preparatory 
injection of lecithin. Spontaneous resolution was 
again the result. 

In commenting on the failure of their experiments, the 
authors point out that granuloma inguinale has been 
reproduced only by the transplantation of fresh tissue 
rich in intramonocytic organisms. They suggest that 
their failure to reproduce the disease may be due to the 
fact that in vitro cultures contain only the extracellular 
forms of the organism. V. E. Lloyd 


2533. Aerorectogram as an Aid in the Evaluation of 
Rectal Stricture due to Lymphogranuloma Venereum 

R. F. Jones. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 33, 158-163, 
March, 1949. 5 figs. 


This study is based on treatment of more than 100 
rectal strictures due to lymphogranuloma venereum. 
The aerorectogram was utilized to determine the exact 
site of the stricture. A small rubber catheter with a 
rubber sheath attached was passed through the stric- 
ture and inflated with about 250 ml. of air at an 
approximate pressure of 10 mm. Hg, and a radiograph 
was taken. 

The anatomical site of the stricture indicates the degree 
of safety to be expected in its dilatation. With strictures 
below the peritoneal reflexion, only the risks of haemor- 
rhage and superimposed infection are present. These 
may be minimized or eliminated by performing gradual 
gentle dilatation on carefully selected cases. Higher’ 
strictures carry the added risk of rupture into the peri- 
toneal cavity on dilatation. All small-calibre strictures, 
and especially those associated with infection and 
extending above the peritoneal reflexion, should be 
gradually dilated only after a temporary colostomy. 
The lumen of the stricture is then gradually dilated up to 
approximately 4 cm. while the secondary infection is 
controlled by sulphonamides and local measures. 

R. R. Willcox 


See also Section Neurology, Abstract 2561. 
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Genito-Urinary Disorders 


2534. A New Sulphonamide in Genito-urinary Infections 
C. A. WELLS and R. Marcus. Post-Graduate Medical 
Journal [Post-Grad. med. J.| 25, 177-181, April, 1949. 
9 refs. 


This is a report of an investigation into the effect of 
**Jucosil mitis ’’ (2-sulphanilamido-5-methyl-1 : 3 : 4- 
thiodiazole) in urinary infections. Sixteen patients were 
treated, 2 of them taking the drug for a month, without 
the appearance of toxic symptoms. In the absence of 
mechanical obstruction, Bacterium coli infections were 
cured in 5 days; but there was no improvement in cases of 
infection with Proteus vulgaris and Pseudomonas aeru- 
ginosa. It appears, therefore, that this new sulphon- 
amide is of low toxicity, but no more effective in resistant 
infections than many other sulphonamides. 

Victor W. Dix 


2535. Tubular Calcification in the Kidney 
L. N. Pyran. British Journal of Urology [Brit. J. Urol.] 
21, 27-29, March, 1949. 


Calcification of the renal tubules occurs most com- 
monly when there is a high serum calcium level as in 
hyperparathyroidism, hypervitaminosis D, and multiple 
myelomatosis, or where there is a profound alkalosis as in 
pyloric stenosis with dehydration, debility in childhood, 
and renal dwarfism. Experimentally the condition may 
develop very rapidly, even within 3 days of the application 
of the stimulus; in the early stages it is reversible. In 
cases where the stimulus has acted for a long time 
actual calculi may form in the calices and pelvis of the 
kidney. It is probable that calcified debris comes down 
the tubules and acts as the nucleus of the stone. 

Thomas Moore 


2536. Experimental Observations on Renal Blood-flow 
D. A. K. BLAcK and M. G. SAUNDERS. Lancet [Lancet] 
1, 733-734, April 30, 1949. 2 figs., 4 refs. 


In 6 out of 10 intact rabbits and 1 cat para-amino- 
hippuric acid clearances were diminished by stimulation 
of the sciatic nerve. In a second series of animals, 
cannulae were inserted in the inferior venae cavae, 
between the renal veins, and the blood. was returned into 
the jugular vein. In 8 cats and 1 rabbit with renal-vein 
flows of 10 ml. per minute or more, stimulation of the 
sciatic nerve reduced the p-aminohippuric acid extraction 
to 50 to 80% of resting figures; this is taken to indicate 
the opening up of an “ Oxford shunt”. It was also 
noted that renal-vein pressures could rise to 70 cm. 
or more of saline, with inferior vena cava pressures never 
higher than 10 cm. It is suggested that the following 
criteria should be taken as evidence of the activity of an 
“Oxford shunt”: (1) low inulin and p-aminohippuric 
acid clearances with a lowered ratio between inulin 


clearance and p-aminohippuric acid clearance; (2) 

p-aminohippuric acid clearance of below 80% of normal 

values; and (3) no gross changes in general circulation, 
H. K. Goadby 


2537. Some Effects of Albumin Infusions on Renal 
Function and Electrolyte Excretion in Normal Man 

A. V. N. Goopyer, E. R. PETERSON, and A. S. RELMAN. 
Journal of Applied Physiology {J. appl. Physiol.] 1, 671- 
682, April, 1949. 38 refs. 


' A reproducible diuretic response was established in 
3 normal subjects. Each subject drank 250 ml. water 
or 0-:2% saline per hour for 94 hours. Mannitol was 
injected intravenously after 64 hours and diuresis was 
studied during the last 3 hours. Sodium, potassium, and 
chloride concentrations in urine and serum were 
measured. The glomerular filtration rate was assumed 
to be equal to the mannitol clearance. Changes in 
plasma volume were determined from changes in haema- 
tocrit value and haemoglobin concentration. 

In 2 of the 4 experiments on each subject 75 g. human 
albumin dissolved in 300 ml. saline (155 milliequivalents 
sodium and 20 mEq. chloride per litre) was injected 
intravenously during 46 minutes of the penultimate hour. 
This resulted in a 20% increase in plasma volume, partial 
inhibition of diuresis for one hour, decrease in sodium 
and chloride excretion, and increase in potassium 
excretion. There were no changes in mannitol clearance. 
These findings contrast with the diuretic effect of albumin 
in nephrotic patients in whom the salt and water diuresis 
is accompanied by increased glomerular filtration. There 
was no diuresis in a subject given 75 g. albumin per day 
for 4 days. The blood volume increased and sodium 
excretion fell in spite of a constant sodium intake. The 
reduction in sodium and chloride excretion after injection 
of albumin may be due to increased tubular reabsorption. 

Pamela Holton 


2538. The Treatment of Acute Anuria. With Evaluation 
of Peritoneal Lavage 

I. A. Fietps, H. E. Martin, D. G. Simonson, M. WERT- 
MAN, and L. Westover. Annals of Surgery [Ann. 
Surg.| 129, 445-462, April, 1949. 6 figs., 34 refs. 


The authors report on 6 cases of anuria due to poten- 
tially reversible tubular lesions treated by peritoneal or 
gastric lavage. Three patients recovered, but the 
authors believe they would probably have survived with- 
out lavage; 3 patients died from pulmonary oedema, the 
result of excessive transfusion. 

The three lavage fluids used differed slightly from the 
usual Ringer or Tyrode fluid. The first contained 
sodium lactate 3 g., NaCl 6 g., KCI 0-4 g., CaCl, 0-2 g., 
glucose 20 g. per litre; the second contained only 
0-2 g. KCl, but 0-1 g. MgCl, was added, and both 
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contained penicillin 20,000 units and heparin 2 to 5 mg. 
per litre. The third mixture contained NaCl 8 g., KCI 
0:2 g., CaCl, 0-1 g., MgCl, 0-1 g., NaH,PO, 0-05 g., 
NaHCO, 1 g., glucose 20 g., penicillin 5,000 units, 
heparin 0-5 mg. per litre. This fluid was run through a 
de Pezzer catheter into the upper abdomen, the outlet 
tube, a Chaffin tube, being placed in the pelvis. The 
speed of flow was set at about one litre in 45 minutes. 
One patient, a woman of 32, who developed anuria 
early after ingestion of bichloride of mercury, died 22 
days afterwards; in this case blood chemistry was 
checked particularly carefully, Na, K, Ca, Mg, HCOs, 
Cl, HPO,, non-protein nitrogen, creatinine, albumin, 
globulin, and sugar concentrations, pH, and haematocrit 
value being estimated daily for 17 days in blood or serum 
and in the peritoneal lavage (outflow) fluid. Considerable 
lowering of the level of non-protein nitrogen was effected 
by the lavage (from 210 to 70 mg. per 100 ml. after 4 days 
of continuous lavage) and the potassium level fell to low 
values. This fall was accompanied by the appearance 
in the electrocardiogram of T waves of low amplitude; 
they became more elevated as the serum potassium level 
rose to 7-1 milliequivalents towards the end. In another 
patient a low serum calcium level was associated with a 


prolonged Q-T interval. spite of prophylactic 


doses of penicillin (100,000 units 3-hourly intra- 
muscularly) peritonitis developed after prolonged peri- 
toneal lavage; necropsy revealed its localized character. 
Even when the amount of fluid administered by mouth 
or infusion was carefully checked, pulmonary oedema 
led to a fatal issue. The reason for this is that no 
satisfactory substance has been found which on addition 
to the peritoneal lavage fluid would exert an osmotic 
effect comparable to that of plasma proteins and thus 
prevent the absorption of appreciable amounts of fluid 
from the peritoneal cavity during long-continued lavage. 
This absorption is accelerated if hypertonic intravenous 
fluids are administered simultaneously. L. H. Worth 


2539. Idiopathic Renal Acidosis in an Infant with 
Excessive Loss of Bicarbonate in the Urine 

T. STaPLeTON. Lancet [Lancet] 1, 683-685, April 23, 
1949. 1 fig., 16 refs. 


This interesting report describes a child who was 
admitted to hospital at the age of 10 months‘in a state of 
dehydration. It was noted that the addition of one-sixth 
molar lactate to the infusion fluid produced striking 
improvement, which had not occurred with blood, 
plasma, or saline. Investigation showed that the plasma 
bicarbonate level was low, but in spite of this the urine 
contained considerable amounts of bicarbonate. Treat- 
ment was continued with an alkalizing citric-acid— 
sodium-citrate mixture, but by the age of 15 months it 
was found possible to discontinue this without harm, and 
the child was well at the age of 20 months. Several 
reports of similar cases are cited. The aetiology in the 
present case is thought to be a primary disorder of the 
distal tubules, with failure to conserve bicarbonate at low 
levels of plasma bicarbonate. There was no x-ray 
evidence of nephrocalcinosis. 

[This report is of value in adding to our knowledge of 


the comparatively rare syndromes of tubular dysfunction 
in the nephrocalcinosis group. Such cases usually pro- 
gress to renal failure, but cases in young infants in which 
recovery took place are cited. It seems possible that 
transient instances of this syndrome may represent a part 
of the general functional inadequacy of the infantile 
kidney.] D. A. K. Black 


2540. The Significance of the Amino Acid Composition 
of the Proteins Excreted by the Nephrotic Child 

A. A. ALBANESE, V. I. Davis, E. M. SMETAK, and M. 
Len. Journal of Laboratory and Clinical Medicine [J. 
Lab. clin. Med.) 34, 326-334, March, 1949. 21 refs. 


The proteins were isolated from the urine and ascitic 
fluid of 4 nephrotic children and analysed. For this 
purpose the illness was divided into two periods— 
“critical”? and improved ’’—determined by clinical 
observation and chemical measurements, and the urine 
and ascitic fluid were collected and pooled for each of 
these periods. The globulin fraction was obtained by 
half-saturation with ammonium sulphate, and the 
albumin fraction by addition of trichloroacetic acid to 
5%. Determinations were made of moisture, ash, total 
nitrogen, and individual amino-acids. The results 
showed that in the urine the albumin-globulin ratio was 
below 3 during the “ critical ’’ period, and greater than 
10 in the “‘ improved” period when the oedema was 
disappearing. There was also a greater concentration of 
arginine, S-hydroxy-«-amino nitrogen, and tryptophan 
during the former period. The amino-acid patterns of 
the urinary and ascitic-fluid proteins are different from 
one another and from those of the blood proteins, and 
therefore cannot be regarded as being directly derived 
from the blood proteins. The use of protein preparations 
simulating the excreted proteins in amino-acid pattern 
is suggested as a form of dietetic therapy. J. Dawson 


2541. A Clinical and Pathological Study of Renal 
Disease. Part I. Nephritis 

J. DAvson and R. Platt. Quarterly Journal of Medicine 
[Quart. J. Med.] 18, 149-160, April, 1949. 9 refs. 


After commenting on the absence of published work 
which either confirms or refutes Ellis’s classification of 
nephritis into Types 1 and 2, the authors describe a study 
which was undertaken with the specific object of seeing 
how far his classification can be upheld. Of the two 
authors, the pathologist examined material from 188 cases 
of renal disease, of which 45 were diagnosed as Type 1 
or 2 nephritis; the clinician had seen some of the cases in 
life, and in the remainder a diagnosis was made from 
clinical records. This paper describes the comparison 
between the independent diagnoses of the pathologist and 
the clinician, the inference being that the degree of 
correspondence between the two diagnoses will give some 
guide to the validity of the Ellis classification. The 
clinical and pathological criteria used in the differential 
diagnoses are discussed in some detail. On the whole, 
the Ellis classification was found to be of value, although 
cases were found in which a clear distinction between the 
two types could not be made. For example, cases were 
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seen which seemed to have a Type 1 onset, but later 
showed the clinical course and pathological findings of 
Type 2. Types 1 and 2 are incompletely distinguished 
histologically, and it remains doubtful whether they are 
separate diseases or variations of the same disease. 

D. A. K. Black 


2542. Salt-losing Nephritis Simulating Adrenocortical 
Insufficiency. Report of a Case 

W. H. Sawyer and C. SoLez. New England Journal of 
Medicine [New Engl. J. Med.| 240, 210-215, Feb. 10, 
1949. 2 figs., 20 refs. 


A man aged 53 years was admitted to the U.S. Veterans 
Administration Hospital, Togus, Maine, complaining of 
weakness, loss of weight, epigastric pain and vomiting 
after meals, and mild urinary frequency. He had bled 
from a duodenal ulcer 7 years previously, and after a 
further haemorrhage 3 years later a raised level of 
non-protein nitrogen in the blood and a temporary 
albuminuria had been found. On admission, his skin 
was diffusely tanned but his mucous. membranes were 
not pigmented. Epigastric tenderness was present, and 
radiological examination showed an irregular duodenal 
cap with moderate pyloric obstruction. There was also 
evidence of impaired renal function, but no albumin or 
casts were found in the urine. After treatment with 
alkalis and diet, further exacerbations of his epigastric 
pain and vomiting were followed by extreme weakness, 
a fall in blood pressure from 120/70 to 80/60, a rise in 
blood non-protein nitrogen and creatinine levels, and a 
fall in the blood sodium chloride level. Part 1 of a 
Kepler water diuresis test was performed and the result 
interpreted as consistent with Addison’s disease. The 
patient was therefore treated with adrenocortical extract 
and desoxycorticosterone acetate (DOCA) with improve- 
ment as long as sodium chloride (5 g.) and bicarbonate 
(15 g.) were administered daily. It was later suspected 
that this was a case of “ salt-losing nephritis ’’ (Thorn, 
Koepf, and Clinton, New Engl. J. Med., 1944, 231, 76) 
and the DOCA and also the cortical extract were 
discontinued. 

The patient continued to improve and his rate of pro- 
gress was unaffected when DOCA was given for a short 
test period, during which there was virtually no reduction 
in chloride excretion, suggesting renal tubular insufficiency 
with inability to reabsorb salt. After a haematemesis 
an emergency subtotal gastrectomy was performed, but 
2 days later the patient died with pulmonary oedema. 
At necropsy the diagnosis of chronic duodenal ulcer 
was confirmed, the kidneys showed the changes of 
chronic glomerulonephritis with extensive calcification 
in all parts, including the basement membrane of the 
tubules, and the adrenals were greatly increased in size, 
mainly due to cortical hypertrophy. 

The authors compare their case with those of Thorn 
et al. (loc. cit.), and discuss the value of the various tests 
in differentiating this condition from Addison’s disease. 
They also stress the importance of recognition of excessive 
loss of water and other substances such as salts, amino- 
acids, and glucose when it occurs in renal disease, and of 
its correction by replacement therapy. I. Ansell 
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2543. The Pathogenesis of Experimental Hemo- 
globinuric Nephrosis in Rabbits, with Special Reference 
to the Late Manifestations 

J. J. LaAticH. American Journal of Pathology [Amer. J. 


' Path.) 25, 187-193, March, 1949. 6 figs., 9 refs. 


Rabbits which had survived the intravenous injection 
of homologous haemoglobin were subjected to nephrec- 
tomy 13 to 17 days after the injection. Pigment casts and 
dilated tubules were observed histologically. Necropsies 
on the animals 34 to 116 days after nephrectomy revealed 
an almost complete absence of lesions in the remaining 
kidney. The results illustrate the transient nature of the 
condition in those animals surviving the acute phase. 

R. H. Heptinstall 


2544. Some Antibacterial Properties of Mandelamine 
(Methenamine Mandelate) 

J. V. Scupt and C. J. Duca. Journal of Urology {J. 
Urol.] 61, 459-467, Feb., 1949. 3 figs., 10 refs. 


2545. A Clinical Study of a New Sulfonamide (NU-445) 
in the Treatment of Urinary Tract Infections 

J. A. Lazarus and L. H. ScHwarz. Journal of Urology 
[J. Urol.] 61, 649-657, March, 1949. 


2546. The Measurement of Glomerular and Tubular 
Plasma Flow in the Normal and Diseased Human Kidney 
W. H. CarGitt. Journal of Clinical Investigation {J. 
clin. Invest.) 28, 533-538, May, 1949. 3 figs., 16 refs. 


2547. Mercurial Nephritis with Anuria Cured after 
Peritoneal Dialysis. Role of the Suprarenal in Protein 
Disintegration of Anuria due to Mercury. (Néphrite 
anurique mercurielle guérie aprés une dialyse péritonéale. 
Role de la surrénale dans la désintégration protidique 
des anuries mercurielles) 

C. RicHet, A. MEYER-HEINE, J. MAssE, and J. J. BERNIER. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris) 65, 101-111, Feb., 
1949. 13 refs. 


2548. The Oxygen Consumption of the Normal and the 
Diseased Human Kidney 

W. H. Caraitt and J. B. Hickam. — of Clinical 
Investigation [J. clin. Invest.] 28, 526-532, May, 1949. 
2 figs., 14 refs. 


2549. The Effect of Temporary Renal Vascular Occlusion 
on Kidney Function 

J. R. Scuerme, E. Girravpi, and C. W. VERMEULEN. 
Surgery [Surgery] 25, 724-729, May, 1949. 3 figs., 
14 refs. 


2550. Method of Study of the Fecundity Value of Human 
Sperm. The Determination of the Spermatic Fertility 
Index. (Méthode d’étude de la valeur fécondante du 
sperme humain. La détermination de ’indice de fertilité 
spermatique) 

H. and M. Semaine des Hépitaux 
de Paris (Sem. Hop. Paris] 25, 1722-1731, May 30, 1949. 
4 figs., 18 refs. 
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Disorders of the Locomotor and Osseous Systems 


2551. The Effect of a Hormone of the Adrenal Cortex 
(17-Hydroxy-11-dehydrocorticosterone: Compound E) ard 
of Pituitary Adrenocorticotropic Hormone on Rheumatoid 
Arthritis 

P. S. HENCH, E. C. KENDALL, C. H. SLocums, and H. F. 
PoLLeY. Proceedings of the Staff Meetings of the Mayo 
Clinic (Proc. Mayo Clin.] 24, 181-197, April 13, 1949. 
4 figs., 18 refs. 


The authors recall Hench’s study of the beneficial 
effects of pregnancy and jaundice on rheumatoid arth- 
ritis. This study led to the conclusion that rheumatoid 
arthritis is potentially a reversible disease and that 
“within every rheumatoid patient corrective forces lie 
dormant, awaiting proper stimulation ’”’. It seemed that 
some common denominator must be found to account 
for the beneficial effects of both pregnancy and jaundice. 
Finally the authors conjectured that “ antirheumatic 
substance X ”’ might be an adrenal hormone and became 
interested in the possibilities of Kendall’s “‘ compound 
E”. This compound did not become available until 
September, 1948. 

The case -history of the first patient to be treated is 
given. She was a severely affected woman of 29 to 
whom lactophenin was administered in an unsuccessful 
attempt to produce jaundice and a remission. Finally 
a daily intragluteal injection of 100 mg. of compound E 
was given. Two days later distinct improvement began, 
a week later articular and muscular stiffness had almost 
disappeared. A subsequent reduction of the dose from 
100 mg. daily to 50 mg. and then 25 mg. a day led to 
relapse, and the erythrocyte eotimeatation rate, which had 
fallen significantly, rose again. 

From the autumn of 1948 until the time of publication 
the authors had treated 14 patients suffering from 
moderately severe or severe rheumatoid arthritis. These 
patients were carefully studied, detailed clinical records 
were kept, and motion picture studies were made of them 
all. A method of controlling the effects of compound E 
was devised by the substitution of an indistinguishable 
cholesterol solution at intervals and for periods quite 
unknown to the patients or the physicians who were 
treating them. At first compound E itself was used but 
subsequently the less expensive E-acetate, which proved 
equally effective, was employed instead. The most 
effective dose was 300 mg. on the first day and a subse- 
quent daily injection of 100 mg.; doses lower than this 
were followed by relapse. No other treatment whatever 
was given coincidently. 

A table summarizes the results of treatment in the 
14 cases. Usually the “ fibrositic component” of the 
theumatoid condition improved first, often within 48 
hours, and then articular pain, swelling, and tenderness 
rapidly and often completely subsided. All the patients 
were soon able to cope with the activities of everyday 
life. Appetite was improved and the patients gained 
weight and some experienced a sense of well-being, which 


was more than a mere relief from the pain of the 
arthritis and was described as a positive euphoria. 

When, unknown to the patients, cholesterol injections 
were substituted for compound E, there were a recurrence 
of the arthritis and a rise in the sedimentation rate. 
In one patient the relapse was not rapid or marked, and 
the authors express the hope that such more lasting 
relief after a course of treatment will be found in further 
cases. Prolonged administration of compound E seems 
to control almost all of the signs and symptoms of 
arthritis. In one woman it has led to mild hirsuties, 
rounded facial contour, and amenorrhoea. 

The erythrocyte sedimentation rate closely followed 
the clinical improvement. Low albumin-globulin ratios 
in the serum were restored to normal. The haemoglobin 
level and the erythrocyte count rose as clinical improve- 
ment continued. With the more recent preparations of 
compound E and its acetate no notable toxic reactions 
were observed. In the case of the one patient who showed 
signs of overdosage after prolonged administration the 
authors consider that the signs and symptoms are 
reversible. 

The effects of other preparations of adrenal cortical 
hormones are being investigated. The authors report 


‘that pituitary adrenocorticotrophic hormone in 2 cases of 


severe rheumatoid arthritis was just as effective as 
compound E. The authors speculate on the relation 
between the adrenals and rheumatoid arthritis and also 
on the relation between rheumatoid arthritis and other 
such arthritides as those found in lupus erythematosus, 
psoriasis, and rheumatic fever. Are there different 
** parent diseases ’’ in which transient adrenal deficiency 
occurs with the production of a rheumatoid type of 
arthritis? Work is being done on such other types of 
arthritis, and results are said to be “ encouraging”. The 
article ends with the expected warning that supplies of come 
pound E are not yet generally available. W. Tegner 


2552. Pulmonary Lesions in Rheumatoid Arthritis 

D. G. Leys and P. N. Swirt. British Medical Journal 
[Brit. med. J.) 1, 434-435, March 12, 1949. 3 figs., 
1 ref. 


This is a report, accompanied by radiographs, of a’ 
case of juvenile rheumatoid arthritis in which a transient 
diffuse pulmonary lesion formed an intimate part of the 
disease. The arthritis was severe and progressive, and 
the child was treated with two courses of ‘* myocrysin ”* 
and also repeated small blood transfusions. The. pul- 
monary episode occurred some 8 months after the onset 
of the condition and was accompanied by an intermittent 
pyrexia lasting approximately 2 weeks. There was no 
leucocytosis or eosinophilia. The authors consider 
that the lung condition and also the other manifestations 
of rheumatoid arthritis are only part of an allergic state, 
in which familial, in addition to environmental, factors 
play a considerable part. Richard D. Tonkin 
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Neurology 


CENTRAL NERVOUS SYSTEM 


2553. Changes in the Signs of Permanent Neurological 
Disorder During Barbiturate Anaesthesia. (Modifica- 
tions des troubles neurologiques permanents au cours de 
la narcose barbiturique) 

T. ALAJOUANINE, J. SCHERRER, and S. SCARPALEZOs. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 25, 
587-591, Feb. 22, 1949. 1 fig., 1 ref. 


Thiopentone narcosis was induced in 30 patients with 
various motor disorders, the technique being that used 
in psychiatric practice, aiming at a slight narcosis only. 
Observations were then made on its influence on the 
pyramidal signs, on the Parkinsonian syndrome, on 
involuntary movements, and on some peripheral dis- 
turbances. Pyramidal spasticity disappeared, especially 
when passive movements were gently performed. All 
exaggerated reflexes became normal and normal reflexes 
were sluggish or absent; clonus could no longer be 
elicited. The plantar response, however, remained 
unchanged throughout the narcosis. Parkinsonian 
tremor was markedly diminished, but extrapyramidal 
rigidity was affected to a much lesser extent than pyrami- 


dal spasticity. In some postencephalitic patients cata- 


leptic postures suddenly appeared with stereotyped 
regularity. All involuntary movements, whether chorei- 
form, athetotic, or hemibailistic, were abolished during 
the narcosis, but reappeared as soon as consciousness 
was fully restored. Thiopentone did not influence 
muscular fibrillation or myotonic symptoms. The 
authors discuss their findings and suggest that some of 
the changes must be attributed to the specific action of 
the barbiturate, while others were due to inhibition of 
consciousness. They consider the occurrence of cata- 
leptic symptoms in Parkinsonism to be of special interest. 
The induction of a mild narcotic state may be helpful 


‘in neurological examination, especially in differential 


diagnosis between an organic and a functional disorder. 
J. T. Leyberg 


2554. Neurological and Psychopathological Findings in 
Liver Disease. (Neurologische und psychopatholo- 
gische Befunde bei Lebererkrankungen) 

G. ZiuuG. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 181, 21-52, 1948. 
9 refs. 


Wilson’s disease is a well-known example of the 
relation between liver and brain damage. In common 
forms of chronic liver disease the extrapyramidal system 
may also be involved. In this paper 16 cases are reported 
clinically—two of parenchymatous hepatitis, three of 
hepatic coma, and the rest of liver cirrhosis. In all of 
them neurological, and in some mental, symptoms were 
found. The neurological signs were mainly of an extra- 


pyramidal character. In reversible icterus psychokinetic 
disturbances and in coma myostatic symptoms were 
prevalent, but in chronic liver disease a mixture of both 
was observed. The psychokinetic symptoms were either 
of a kinetic nature with a catatonia-like condition and 
Gegenhalten or a hyperkinesis, associated with euphoria 
or dysphoria. The myostatic syndrome consisted of 
muscle rigidity, choreiform movements, and tremor. 
In the advanced cases disorientation, a picture of deliiium, 
disturbances in sleep rhythm, and somnolence were 
found. In some cases diminution of tendon reflexes, 
and in others inequality of pupils and poor light reaction 
were observed. In a few cases speech was slow with 
faulty articulation which changed occasionally into an 
accelerated speech and logoclonia. Pyramidal signs 
were, when they occurred, not prominent. The intensity 
of the symptoms changed frequently in the same patient. 
In a number of cases an extrapyramidal lesion was 
presumed to exist because of the presence of increased 
resistance to passive movements only. [This assumption 
is, considering the mental state of the patients, not always 
convincing in spite of the author’s assurance that the 
organic origin of the increased resistance can be estab- 
lished clinically. It is also to be noted that the majority 
of the material consisted of elderly patients, often with 
clinical signs of arteriosclerosis. As anatomical investi- 
gations were not carried out vascular lesions on an 
arteriosclerotic basis cannot be excluded in these cases.] 
R. Klein 


BRAIN 


2555. Developmental Defects of the Cisterna Magna and 
Dura Mater 

E. G. Ropertson. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.) 12, 
39-51, Feb., 1949. 13 figs., 5 refs. 


This is a detailed study of the normal anatomy of the 
cisterna magna and its developmental abnormalities 
which can be recognized during encephalography. A 
case is described in which there was an exceptionally 
large cisterna magna, extending almost to the apex of 
the occipital bone, and due to developmental defects of 
the dura mater. The patient, a woman aged 46, com- 
plained of severe occipital headaches associated with 
vomiting and an unsteady gait. On examination there 
was seen to be some impairment of upward rotation of 
the right eye, with poor conjugate deviation to either 
side and slight incoordination of movement of all four 
limbs. A diagnosis of cerebellar tumour was made, but 
the absence of papilloedema was unexpected and further 
investigation was undertaken. Encephalography re- 
vealed a shadow representing the cisterna magna and 
extending above the internal occipital protuberance with 
its apex above the level of the tentorium. This enlarge- 
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ment was due to developmental malformation. Post- 
mortem examination showed that the cerebellar tentorium 
was not fully developed; instead, the dura mater formed 
a pocket continuous with the arachnoid of the cisterna 
magna. Another sign of malformation was the presence 
of two small cysts of the vermis, possibly of ependymal 
origin. 

The author makes an extensive survey of the literature 
dealing with the subject, and the case is illustrated by 
excellent plates and diagrams. J. T. Leyberg 


2556. Sturge-Weber Disease. 
Webera) 
E. Ferens and S. Teppa. Polski Tygodnik Lekarski 
[Polsk. Tyg. lek.] 4, 197-201 and 230-233, Feb. 14 and 
21, 1949. 8 figs., 15 refs. 


Two cases of Sturge-Weber disease are reported and 
an extensive survey is made of the literature dealing with 
this syndrome. The first patient, a girl aged 12, had a 
vascular naevus on the left half of the face with glaucoma 
and proptosis which had existed from early childhood. 
The child was mentally defective and suffered from 
generalized and Jacksonian epileptiform seizures. 
There was evidence of progressive calcification of the 
left hemisphere, particularly in the occipital and frontal 
regions. Of special interest was the presence of chorei- 
form involuntary movements of the right side of the body 
which indicated that in some cases the congenital vascular 
malformation may also affect the subcortical nuclei. 
The authors draw attention to the high level of globulins 
in the cerebrospinal fluid as a result of pathological 
formation of the fluid from meningeal aneurysms. The 
second patient was a girl 7 years of age, also mentally 
defective, in whom the calcification was confined to the 
left occipital lobe. The vascular naevus in this case 
was situated on the forehead, and no ophthalmic changes 
were present. In both cases only one cerebral hemi- 
sphere was affected and no familial predisposition could 
be traced. J. T. Leyberg 


(Choroba Sturge- 


2557. Encephalography—a Factor Stimulating Cerebral 
Centres and Blood Regulation; its Influence on Morpho- 
logy of Peripheral Blood and Bone Marrow. (Odma 
czaszkowa, jako czynnik draznigcy mdzgowe osrodki 
regulacji krwi i jej wplyw na sklad morfologiczny szpiku 
i krwi obwodowe}) 

A. DowzeNKo. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 3, 1490-1493 and 1558-1564, Dec. 13 and 27, 1948. 
Bibliography. 


In this detailed paper the author, on the basis of the 
literature and his own studies, considers the theory of the 
cerebral regulation of blood formation as proved. The 
hypothalamus (? tuber cinereum) [? nucleus paraventri- 
cularis] exerts its control directly by autonomic fibres 
along blood vessels to bone marrow, and indirectly by a 
neuro-humoral route, probably by way of the splanchnics 
and liver. Air encephalography acts as a direct stimu- 
lant. and leucocytosis begins during the procedure, 
reaching its peak in 3 to 13 hours (average 8 hours) in the 
author’s series, disappearing in 48 hours. The aseptic 


meningitis associated with encephalography (measured 
by pleocytosis in the cerebrospinal fluid and by tempera- 
ture), which reaches its peak on the 2nd or 3rd day, when 
changes in peripheral blood may already be absent, is 
discarded as a cause of leucocytosis. The author 


_ examined peripheral blood befgre encephalography and 


at 8, 24, and 48 hours after the procedure in 35 cases, 
mostly in adults and cases of idiopathic epilepsy; his 
findings generally conform to those of other workers. 
The studies of bone marrow, the first on man to be 
reported, were carried out before, and 8 and/or 24 hours 
after, encephalography. The author found increased 
activity of primitive (immature) granulocytes. In bone 
marrow the nucleated forms of erythrocytes do not 
definitely increase in number, but in peripheral blood 
there is a reticulocyte increase chiefly affecting more 
mature forms of reticulocytes. After encephalo- 
graphy there is neutrophil leucocytosis with almost 
twice the usual number of cells (although the count may 
rise to 20,000 to 28,000) and a shift to the left. The 
percentage of lymphocytes and monocytes is reduced. 
Basophils and eosinophils disappear almost completely 
from the peripheral blood, although the latter maintain 
the same level in the bone marrow. These changes are 
transient, and normal readings are obtained 48 hours 
after encephalography. H. A. Maslowski 


2558. Disorders of the Body Image Caused by Lesions of 
the Right Parietal Lobe 

M. RotH. Brain [Brain] 72, 89-111, March, 1949. 
2 figs., 35 refs. 


2559. Delays and Errors in the Diagnosis of Brain 
Tumor 

F. C. RepLIcH, R. H. DuNsmore, and E. B. Bropy. 
New England Journal of Medicine [New Engl. J. Med.} 
239, 945-950, Dec. 16, 1948. 7 refs. 


A random sample of 100 brain tumours, verified at 
operation or necropsy or both, was studied in an attempt 
to explain why so many tumours are incorrectly diag- 
nosed, or remain undiagnosed for periods of months or 
even years. Delay may be due in the first place to 
unwillingness to see a doctor, or to an inadequate history 
and examination (27%), and especially to neglect of the 
ophthalmoscopic appearances; to incorrect evaluation 
of a personality disorder (15%); or to failure to inquire 
fully into convulsions (14%). Only 4% correct and 2% 
“* doubtful” diagnoses of brain tumour were made by 
general practitioners. However, half the patients were 
referred to hospital for investigation, and here the correct 
diagnosis of brain tumour was made in 29% and was 
considered in 8% of cases. When seen by specialists, all 
but 7 out of 94 cases were correctly diagnosed, and in 
49 cases the tumour was located. Brief case histories of 
three of the “‘ failures’? show that the important symp- 
toms and signs were not cerebral. Commonest first 
complaints were headache (86 cases), disturbance of 
eyesight (36), vomiting (32) and nausea (27), fits (30), 
and locomotor unsteadiness (29). Laboratory proce- 
dures seem to be mostly of confirmatory value, especially 
as regards cerebrospinal fluid abnormalities, electro- 
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encephalograms, and ventriculograms made by a neuro- 
surgeon prepared to continue with an operation if 
necessary. Although the general practitioner has the 
hardest task (seeing an organic case so rarely), his failure 
to carry out a routine brief neurological examination is 
probably the chief cause for missed or delayed diagnoses. 
T. E. C. Early 


See Abstracts of World Surgery, 1949, 6, 291. 


2560. Aid of Arteriograms in Diagnosis and Treatment 
of Intracranial Aneurysms 

J. L. Poppen. Radiology [Radiology] 52, 347-352, 
March, 1949. 8 figs., 3 refs. 


The diagnosis of intracranial aneurysm is arrived at 


by co-operative investigation by a radiologist and a- 


neurosurgeon. It is not enough to demonstrate the 
presence of an aneurysm; the exact site must be deter- 
mined. The author considers that out of 114 cases of 
intracranial aneurysm 101 were due to congenital defects 
in the arterial wall. Hypertension was present in 23 
patients. In no case was syphilis a factor; the youngest 
patient was 14 years old. Unless haemorrhage occurs 


the lesion may escape detection. The signs and symp- 


toms are briefly reviewed. 

In many cases a second haemorrhage takes place after 
an interval of 3 weeks; this event calls for an early 
attempt to make a diagnosis and locate the aneurysm as 
soon as possible after the initial bleeding. Before 
deciding on treatment the physician must know the 
efficiency of the collateral circulation as well as other 
factors. Temporary occlusion of the internal carotid 
artery by digital compression will give valuable informa- 
tion. The author describes the technique and advocates 
examination of both carotid arteries. He considers the 
percutaneous method the more satisfactory and probably 
the safer method. The examination is carried out under 
thiopentone anaesthesia, stereoscopic films being taken. 
The need to guard against over-exposure of the operator 
to x rays is pointed out [but how this is best done is not 
described]. M. H. Jupe 


2561. Chronic Adhesive Arachnoiditis [Probably due to 
Virus of Lymphogranuloma Venereum) 

F. E. G. VALERGAKIS, A. SUTHERLAND, and H. KOTEEN. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 33, 139-142, March, 1949. 
7 refs. ; 


A case is reported of myelitis and chronic adhesive 
arachnoiditis occurring in a man aged 28 years and 
thought to be due to infection with the virus of lympho- 
granuloma venereum. Attempts to identify the virus in 
the cerebrospinal fluid were unsuccessful. The patient 
was admitted to hospital in June, 1946, because of 
difficulty in standing and a spastic gait. The tendon 
reflexes were hyperactive, the plantar responses were 
extensor in type, and ankle clonus was present. There 
were no sensory disturbances. X-ray examination of the 
spinal column after an injury from a falling wall in the 
previous year showed no bony abnormality. Tests of 


the cerebrospinal fluid revealed a protein content of 
120 mg. per 100 ml.; the Lange reaction was 3333343210, 
and the Wassermann reaction was negative. The blood 
Wassermann reaction was also negative. _Myelography 
revealed a block at the level of the 9th thoracic vertebra. 
At laminectomy a constrictive arachnoiditis was seen 
between the 9th and 10th thoracic vertebrae. From 
microscopical studies a diagnosis of chronic fibrous 
arachnoiditis was made. There was considerable im- 
provement following resection of the adhesions, but the 
symptoms recurred later. 

When the patient was again admitted to hospital in 
January, 1947, all the leg muscles were weak. Ankle 
clonus and extensor toe responses were present and the 
gait was spastic. There was a band of diminished 
sensation to pain, touch, and temperature extending 
from the 3rd to the 11th thoracic segment. Results of 
repeated blood and cerebrospinal tests for syphilis were 
negative. The cerebrospinal fluid contained 123 mg. 
of protein per 100 ml. and 10 lymphocytes per c.mm. 
The Lange test reading was 4433210000. As the patient 
had a scar in the inguinal region and a history of a bubo, 
which needed incision, 9 years previously, Frei tests with 
human and commercial viral antigen were carried out on 
two separate occasions, both with positive results. 
Blood and cerebrospinal-fluid reactions to complement- 
fixation tests with specific lymphogranuloma antigen 
weie positive. However, the cerebrospinal fluid when 
injected intracerebrally into mice failed to produce 
pathological changes. Treatment with sulphadiazine 
was given for 6 months but without fundamental improve- 
ment in the neurological condition. After this interval 
the intracutaneous reaction, Lange reactions, and 
complement-fixation reaction were negative. 

Although the virus of lymphogranuloma venereum 
could not be identified by mouse-brain transfer, other 
laboratory data appear to justify the opinion that it was 
the cause of the adhesive arachnoiditis. V. E. Lloyd 
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2562. Influence of Previous Diet on the Effect of Glucose 
in Periodic Paralysis 
K. LunpBAeEK. Lancet [Lancet] 1, 263-264, Feb. 12, 
1949. 1 fig., 10 refs. 


The author studied in one case of familial periodic 
paralysis the effect of the previous carbohydrate intake 
upon the well-known capacity of a large carbohydrate 
meal to precipitate an attack of paralysis. It.was found 
that an attack was precipitated by 200 g. of glucose 
when the patient had been receiving a high (450 g.) 
carbohydrate diet, but not when he was receiving a low 
(70 g.) carbohydrate diet. ~ J. St. C. Elkington 


2563. Parpanit in the Treatment of Parkinson’s Disease 
R. S. ScHwas and D. LeicH. Journal of the American 
Medical Association [J. Amer. med. Ass.] 139, 629-634, 
March 5, 1949. 5 figs., 8 refs. 


“* Parpanit ’’, a synthetic compound related to “ tra- 
sentin ’’, was used in the treatment of 50 cases of Parkin- 


= 


PRB 


son’s disease. The authors assessed the effect of the 
drug carefully, using electromyograms and alternating 
administration with that of indistinguishable placebos. 
They recommend that it should be given every 3 hours, 
an initial dose of 12-5 mg. being increased to 50 mg. 
five times a day, and the average optimum dose being 
between 200 and 400 mg. a day. The chief toxic effects 
are giddiness and, less commonly, nausea and epigastric 
burning. This latter can be avoided if the drug is 
given to the patient after food or with two glasses of 
water. 

In 62% of the cases parpanit proved to be the drug of 
choice compared with the usual range of substances 
available for the treatment of this condition; 16% of 
patients were worse while receiving parpanit, and in the 
remaining 22% the effect of the drug was similar to that 
of scopolamine or stramonium. The improvement was 
mainly subjective. Rigidity in particular was diminished ; 
although tremer was also diminished, this change was 
less striking than the diminution in rigidity. Four 
bedridden patients were not helped significantly in any 
way by parpanit. . N. S. Alcock 


2564. Benadryl in the Treatment of Parkinsonism. 
Results in Forty Cases 

G. M. S. RYAN and J. S. Woop. Lancet [Lancet] 1, 
258-259, Feb. 12, 1949. 4 refs. 


Encouraged by the marked improvement in the symp- 
toms in an advanced case of Parkinsonism treated with 
“ benadryl ”’ the authors tried the effects of the drug on 
a series of 40 cases of this disorder chosen at random. 
They conclude that the best dose is 50 mg. 3 to 4 times 
a day and that considerable improvement results, especi- 
ally in the rigidity. Toxic and side effects were absent, 
and the treatment may be combined with the use of the 
atropine group of drugs. J. St. C. Elkington 


2565. Results of Treatment with Adrenaline and Pilo- 
carpine in Progressive Muscular Dystrophy. (Ergeb- 
nisse der Adrenalin-Pilokarpin-Behandlung bei der 
progressiven Muskeldystrophie) 

W. ScuHArrer. Osterreichische Zeitschrift fiir Kinder- 
heilkunde {Ost. Z. Kinderheilk.] 3, 139-146, 1949. 8 refs. 


A possible hormonal origin of progressive muscular 
dystrophy seemed to be indicated by observations in 
which hyperfunction or hypofunction of endocrine 
organs was found to be associated with this illness. 
The results of hormonal treatment, however, were not 
encouraging. In rabbits and mice a myopathy could be 
produced by withholding vitamin E, but treatment of 
progressive muscular dystrophy with vitamin E and the 
active principle, «-tocopherol, was disappointing. Ken 
Kuré and his co-workers observed, after removal of the 
abdominal sympathetic chain, a myopathy which 
resembled progressive muscular dystrophy. They 
reached the conclusion that this disease might be due to a 
disturbance of the autonomic system and introduced 
combined adrenaline—pilocarpine treatment. This treat- 
ment was carried out by the present author in 21 cases. 
It began with a daily injection of 0-1 ml. of 1 in 1,000 


OTHER NERVOUS DISEASES 617 


adrenaline, gradually increased to 0:2 ml. daily; this 
dose was continued for a period of several weeks or 
months. [The dose of pilocarpine is not given in 
this paper.] 

Increases in mental alertness, weight, and muscular 
power were taken as criteria of improvement. The 
treatment was usually without ill effect in the first few 
weeks, but later headache and sweating often occurred. 
Frequently no therapeutic effect could be seen for 
several weeks, but when treatment was continued a fairly 
rapid improvement took place. In about one-half of : 
the cases the condition improved, improvement being 
about equally distributed between mild and severe cases. 
The improvement was, however, more marked in the 
milder cases. The period of observation ranged from 
4 to 10 years. R. Klein 


2566. A Case of Amyotonia Congenita Associated with 
Occlusion of the Sagittal Sinus and Bilateral Subdural 
Hygroma. Demonstration of Occlusion by Diotrast 
Sinography_ 

M. Scott. Journal of Pediatrics [J. Pediat.] 24, 181-194, 
Feb., 1949. 8 figs., 7 refs. 


The pathogenesis of amyotonia congenita is still 
obscure. Oppenheim, who was the first to describe the 
condition, thought that there was delayed or disordered 
muscle development but no disease of the central nervous 
system. This theory has been upheld by some authors, 
but others have found evidence of malformation or 
underdevelopment of various parts of the spinal cord 
and the cortex. Absence of Betz cells from the motor 
cortex has been described. A case of amyotonia con- 
genita in a 7-month-old baby is presented. The diag- 
nosis was confirmed by muscle biopsy. As the head 
seemed abnormally wide in the parietal region and the 
anterior fontanelle enlarged a bilateral subdural puncture 
was carried out to exclude haematoma. On this and 
later occasions large amounts of xanthochromic fluid 
were removed, and after air replacement x-ray examina- 
tion confirmed the presence of subdural hygroma. Aijr 
encephalography revealed communicating hydrocephalus 
and brain atrophy of moderate degree. Radiological 
examination after, injection of “ diotrast”’ into the 
sagittal sinus showed that the latter was blocked just 
distal to the anterior fontanelle. 

The author concludes that in this case the block in the 
sagittal sinus, whatever its cause, impaired the venous 
drainage from the paracentral lobes, inhibiting their 
development and in turn that of the corresponding 
anterior horn cells and the muscles supplied by these 
—that is, the muscles of the lower limbs. Incidentally 
these muscles are generally more affected in amyotonia 
than those of the arms and face. The subdural hygroma, 
a result of the sagittal sinus occlusion, may have played 
a secondary part in the production of the clinical picture. 
A block in the sagittal sinus occurring after birth does 
not produce amyotonia, because collateral circulation is 
adequate. The establishment of collateral circulation 
may account for the fact that power in the limbs of 
amyotonic patients generally improves with age. 

Marianna Clark 
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2567. Mental Hygiene in a General Hospital 

O. DiETHELM, C. BINGER, H. E. DANIELLS, W. E. DuNN, 
A. W. Fraser, R. N. Kout, W. T. LHAMon, H. S. 
Riptey, H. C. Ropsins, W. D. Woopwarp, and S. 
Woxr. Psychosomatic Medicine [Psychosom. Med.] 
11, 119-126, March-April, 1949. 


This is the outline of a system which has been 
elaborated at the New York Hospital for the integration 
of psychobiological thinking into general medicine. It 
contains a general review of the subject and special 
sections on the psychobiological aspects of gynaecology 
and obstetrics, paediatrics, the management of personnel, 
and teaching. It is considered that the physician should 
be guided by considerations of mental hygiene in all his 
contacts with patients. Accurate diagnosis is not 
possible unless the patient’s personality and mode of 
living are brought into ieview. The emotional relation- 
ships of the patient to those around him are of funda- 
mental importance in the aetiology of illness. - 

Desmond O’ Neill 


2568. The Conditioned Reflex Treatment of Chronic 
Alcoholism. X. An Analysis of 3125 Admissions over a 
Period of Ten and a Half Years 

W. L. VoEGTLIN and W. R. Broz. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 580-597, March, 1949. 
1 fig., 8 refs. 


This is an aetiological and statistical review of the 
results of the treatment of alcoholism by the conditioned- 
reflex method [not described in the present article]. This 
method consists in causing alcohol to produce nausea 
by courses of treatment in which the alcoholic beverage 
is flavoured with emetine or apomorphine. 

A net total of 2,323 cases are reviewed. The over-all 
abstinence rate for the entire series was 44-8%, since 
1,042 of the 2,323 patients treated during the previous 
104 years were found to be abstinent at the end of 1945, 
when the survey closed. In addition 92 patients of this 
group who relapsed and within a short time were treated 
a second time remained sober. If these are included the 
percentage of abstinence is 48-8. Not a few patients 
were treated a third or even a fourth time but these are 
not counted as cured, even though they were sober at the 
end of the survey. It is claimed that these results 
compare favourably with those obtained by any other 
method of treatment. 

Various aetiological factors likely to influence recovery 
or relapse are examined statistically. The various 
causes of relapse are listed and discussed, and suggestions 
for the selection of those patients likely to be benefited 
by this treatment are put forward. It is thought that 
about 30% of all alcoholics might benefit by psycho- 
therapy, though this was not practised in the present 
series. Considerably more research is needed before any 
definite criteria to enable the physician to select the most 


appropriate method of treatment can be established. 
How far other methods used in conjunction with reflex 
conditioning might enhance its success is not known, but 
the authors are convinced of the value of the latter 
procedure. R. G. Gordon 


2569. Efficacy of the Brief Clinical Interview Method in 
Predicting Adjustments. Five Year Follow-up Study of 
Three Hundred and Four Army Inductees 

J. A. Atta, Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 61, 170-176, Feb., 1949. 
3 refs. 


The practical value of a brief clinical psychiatric inter- 
view in order to predict a successful military adjustment 
was checked by means of a 5-year follow-up study of 
304 Army recruits whose medical and personnel records 
were available. Two groups only were considered—one 
containing those for whom a successful adjustment had 
been predicted, the other containing questionable 
material. A soldier was classified as successful if he had 
withstood many hardships or actively contributed to the 
achievement of his organization; as a failure if his 
records showed that he was a liability to the Service. 
Of 150 men belonging to the first group, 4-7% were 
failures, 26-6% were average, and 68-6% successful. 
Of 154 men rated as questionable, 20-8% were failures, 
49-3% average, and 29-9% successful. Almost three 
times as many psychiatric casualties occurred in the 
group with a poor outlook as in that rated as good 
material. However, among those rated as poor material, 
for every 2 men who proved to be failures, 3 became 
successful soldiers. Thus the rapid clinical interview 
was not sufficient to predict with practical efficacy the 
chances of a good as opposed to a poor adjustment in 
the Army. It appears that moderate intellectual 
limitations and borderline educational or occupational 
records at the time of the interview have been unduly 
overrated; on the other hand, many suspected and 
potential psychoneuroses and psychosomatic conditions 
disappeared with military service. F. F. Kino 


2570. The Origin of Addiction. (Zur Frage der Entste- 
hung von Suchtkrankheiten) 

I. FaRAGO. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 117, 98-115, Feb., 1949. 
Bibliography. 


Detailed individual investigations were carried out on 
61 drug addicts admitted to the neuro-psychiatric 
department of the Budapest University, of whom 39 men 
and: 4 women were alcoholics, and 12 men and 6 women 
took alkaloids (10 of these took several drugs, including 
alcohol, in turn). The author concludes that drug 
addiction does not constitute a specific disease group,. 
but is the resultant of personality disturbances. 
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Of the patients examined 28 (46%) had had an unhappy 
childhood through poverty or separation from parents; 
in 51 (83%) the home atmosphere had been unfavourable 
through quarrels, divorce or death of parents, or an 
artificial, insincere, and unsympathetic parental attitude; 
in 14 (23%) one parent had been an addict. Homo- 
erotic trends were marked; 47 (72%) showed an 
ambivalent or excessive attachment to parent, older 
sibling, or relative of the same sex; 51 (83%) preferred 
the company of their own sex; and 4 were manifest 
homosexuals. Heterosexual relations were disturbed; 
47 (77%) frequently changed their sexual partner, and 
34 (55%) had disturbances of potency. Unstable life 
goals were present in 51 (83%), material deprivations in 
42 (69%), while 12 patients (19%) had been in danger of 
death all through the war. All the alkaloid addictions 
began after a painful organic illness. Suicide had been 
contemplated or attempted by 16 patients (26%) and 
2 committed . suicide after discharge from hospital. 
The subjective sensations desired from the drug were: 
in 39 (64%), forgetfulness; in 24 (39%), euphoria; in 
32 (52%), increased sexual enjoyment (alleviation of 
shame or of irritation with sexual partner, increased 
libido, prolonged or enhanced orgastic feelings, replace- 
ment of orgasm). Anxiety, which was present in 52 
(85%) and was overt in 43 (70%) of these patients, was 
considered to arise from childhood experiences, conflicts 
and frustrations in the sexual sphere, and other dis- 
appointments in life, the drug being used in order to 
escape from this anxiety. 

[The significance of the findings would have been 
enhanced by a comparison with other groups of patients, 
such as anxiety neurotics or social neurotics. The latter, 
according to Schilder, have a psychological structure 
similar to that of alcoholics.] F. K. Taylor 


2571. On the Structure of the Depersonalization- 
Neurosis 

H. Winnik. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 21, 268-277, Feb., 1949. 16 refs. 


In depersonalization the patient feels that things in the 
outside world and perhaps also his own personality have 
become different and have lost their “* tang of reality ”’. 
Short phases of this state may initiate many diseases. 
This unpleasant experience often, in the author’s view, 
follows grave, and above all sudden, frustrations in love. 
It results in a severe degree of introspection only exceeded 
in the case of some hypochondriacs. There is in 


addition to the disturbance of the reality feeling a dis- 


turbance of the experience of time. The latter plays a 
very important part in the normal integration of 
experiences and therefore its disturbance causes disinte- 
gration of the feeling of reality. As a result of this, 
periods of intolerable tension may be combined with 
enormously increased anxiety, helplessness, and motor 
testlessness amounting to complete despair. The patients 
are convinced that they are incurably out of their minds. 
These states last for from a few hours to a few days 
and may make necessary or induce the taking of narcotics; 
the author considers that the depersonalization neurosis 
is closely allied to narcotic addiction. In both there is 


a profound primary disturbance of the ego to which 
constitutional weakness and toxic and other factors may 
contribute. The libido formula is not uniform because 
the disturbances of the libido are secondary and not 
primary as in other neuroses. The prognosis is at 
present poor, because so little is known of primary 
disturbance of the ego. R. G. Gordon 
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2572. Relation between Certain Finger Volume Changes, . 
Electroencephalographically Manifested Brain Activity, 
and Psychopathologic Reactions 

W. T. LHAMON. Psychosomatic Medicine [Psychosom. 
Med.} 11, 113-118, March-April, 1949. 1 fig., 7 refs. 


Certain relations between emotional states and changes 
in finger volume have been previously described. To 
test the hypothesis that subjects with episodic emotional 
disturbances had characteristic finger plethysmograms, 
34 patients from a psychiatric clinic were investigated by 
plethysmography, by electroencephalography (E.E.G.), 
and by clinical means. 

In 11 of these patients a “‘ disorderly ”’ type of plethys- 
mogram (type IIIC5) was found, showing gross and 
abrupt changes in pulse-wave amplitude with runs of 
small or large amplitude lasting for 30 seconds or less 
and hence a paroxysmal or disorderly appearance. Ten 
of these 11 patients had an abnormal E.E.G. response to 
hyperventilation, as against 6 of the remaining 23; 4 of 
these 6 had had electric convulsion therapy. The 
IIICS group contained 8 patients with an excess of 5 to 7 
per second waves in the E.E.G. while not overbreathing, 
as against 6 in the remaining 23. The IIICS group had 
certain clinical features in common. They were subject 
to emotional storms, often of marked severity and 
accompanied by disturbances of thinking or impulsive 
behaviour. Thus as regards vasomotor reaction, brain 
potential, and psychobiological performance a similar 
pattern was shown: a breaking-up of the smooth flow of 
events in time, wiih the irruption of sudden and un- 
predictable marked changes in state. 

Desmond O’ Neill 


2573. Psychologic Tension and Serum Iodine Levels in 
Psychiatric Patients without Evidence of Thyroid Disease 
E. B. Bropy. Psychosomatic Medicine [Psychosom. 
Med.) 11, 70-73, March-April, 1949. 18 refs. 


The short-range reactions to stress, through the 
adrenal medulla and the autonomic system, may be 
associated with one or more long-range and gradually 
developing mechanisms tending to increase psycho- 
physiological tension as well as reactivity to the stimuli 
of everyday life. One such mechanism may involve a 
gradual increase in the level of thyroid hormone in blood; 
increases in neural sensitivity have been demonstrated 
after thyroid administration in laboratory animals. In 
this paper, an investigation is reported into the correlation 
of levels of thyroid function, as measured by serum 
iodine concentration, and levels of psycho-physiological 
tension. 
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Serum iodine levels were determined by the method of 
Riggs and Man. Tension was assessed by objective 
signs: psychological tension by the patient’s verbal 
statements and by interference with function, such as 
inability to concentrate; autonomic lability by cardio- 
vascular and gastro-intestinal symptoms; neuromuscular 
tension by signs such as tremor and increase in reflexes. 
Each sign was counted as one unit and the units were 
added up under the above headings. An index of 
“total tension’? was calculated by compounding a 
selected group of signs. The subjects were divided into 
those with “‘ higher’ and those with “* lower ”’ tension. 

.The subjects studied were 125 patients with various 
neurotic and psychotic disorders. The mean serum 
iodine concentration was 5-35 yg. per 100 ml., with 
standard deviation of 1-11. The mean differences were 
all less than 1 yg. per 100 ml., the range of error of the 
method. When, however, a division was made at a level 
of 6°6 ug., it was possible to show a segregation of the 
population into two groups as regards levels of tensions ; 
that is, there were significant mean differences in serum 
iodine concentration between patients with higher and 
those with lower tension in all the categories except 
neuromuscular tension. A high correlation between 
serum iodine concentration and tension does not appear 
to hold for any given individual. 

Two possible physiological pathways for such i increases 
in thyroid secretion are suggested. Desmond O’ Neill 


2574. A Study of Pituitary—-Adrenocortical Function in 
Normal and Psychotic Men 

G. Pincus, H. HOAGLAND, H. FREEMAN, F. ELMADJIAN, 
and L. P. RoMANorFF. Psychosomatic Medicine [Psycho- 
som. Med.} 11, 74-101, March-April, 1949. 12 figs., 
42 refs. 


Differences. in the adrenal function of normal and 
psychotic subjects in conditions of stress have been 
reported by Pincus in earlier papers. In this study the 
tests formerly used (17-ketosteroid output and lympho- 
cyte response) were supplemented by other quantitative 


indices of the various aspects of adrenal secretion. 


Thirty-six normal men and 34 schizophrenic men were 
submitted to four procedures for inducing activation of 
the adrenal cortex, and a series of physiological variables 
were measured before and after each. The procedures 
were: an oral glucose-tolerance test, the operation of a 
pursuit-meter, a target-ball frustration test, and admini- 
stration of hog pituitary adrenocorticotrophin (ACTH). 
To test the responsiveness of the end organs affected 
by adrenocortical secretion the subjects received an 
extract of adrenal gland (ACE). The variables measured 
were: urinary content of 17-ketosteroid, neutral lipids, 
uric acid, potassium, sodium, and inorganic phosphate, 
and blood content of lymphocytes, sugar, inorganic 
phosphate, and amino-acids. 

The behaviour of the indices of adrenocortical function 
after ACE administration was similar in the two groups. 
Data showing adrenal cortex activation were obtained 
from normal men by the glucose-tolerance, pursuit-meter, 
and ACTH tests; evidence of activation in the group of 
patients was found only in the lymphocyte response to 


glucose administration. It is concluded that the 
response to ACE is similar in the two groups, but that 
endogenous adrenocortical secretion is generally not 
activated m the psychotic subjects—that is, the latter show 
a type of hypoadrenalism. Desmond O° Neill 


2575. Notes on the Psychopathology of Anorexia 
Nervosa 

W.C.M. Scott. British Journal of Medical Psychology 
[Brit. J. med. Psychol.| 21, 241-247, Feb., 1949. 13 refs. 


Anorexia nervosa depends largely on feeding habits in 
infancy and the attitudes towards both life and food 
acquired at that stage of development. The author 
points out that threatening the patient that if she does 
not eat she will die and insistence on feeding are not 
by any means universally effective and are probably only 
of value in mild cases. In more serious cases such 
threats will precipitate the patient into a severe psychosis. 
It is thought that the condition is more closely related to 
the manic-depressive psychosis, which tends to evoke 
the sympathy of the physician, than to schizophrenia, 
which tends to evoke hostility. This ¥ positive” trans- 
ference may explain success with simple methods in 
mild cases. 

Four patients are described in illustration of the thesis 
that this condition presents many unexplained features 
touching on psychiatry, general medicine, endocrinology, 
and physiology; a concerted research is needed in order 
to understand the mechanism of the patient’s complaints 
and to formulate a rational line of treatment likely to 


be fully successful. R. G. Gordon 
THERAPY 

2576. Effect of Glutamic Acid on the Intelligence of 

Patients with Mongolism 


F. T. ZIMMERMAN, B. B. BURGEMEISTER, and T. J. Put- 
NAM. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 61, 275-287, March, 1949. 
3 figs., 14 refs. 


The authors have extended their researches into the 
effect of 1(+)-glutamic acid on intelligence to 7 
mongols. The chronological ages ranged from 34 years 
to 14 years and 1 month, and the mental ages from 
2 years 7 months to 4 years 10 months (I.Q. (intelligence 
quotient) from 30 to 74). After 6 months’ treatment 
mental ages ranged from 3 years 2 months to 5 years 
9 months (I1.Q. from 35 to 94). 

In the first case of the series there was a gain of 
20 points at the end of the 6 months’ period of treatment, 
but in the remaining 6 the point change varied only 
between 1 and 6. The average point gain was 6 to 28, 
raising the mean I.Q. from 51-86 to 58-14; these figures 
agree fairly well with the findings in a previous series, in 
which the average increase in I.Q. was 6-31. 

A gain of 8 months in the average mental age was 
secured by the 6 months’ treatment. The assessment 
of gain in intelligence appears to be based more on 
verbal material than on non-language types of test. 
Improvement in performance tests was less marked with 
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mongols than with other mentally deficient children, 
with whom an average gain of 9 months was attained 
after 6 months’ treatment. Thus with Merrill—Palmer 
performance tests the average point gain was less than 1%, 
and in 4 of the cases the score was less after the treatment 
than before. The authors ascribe these differences 
between the results in mongols and in other mentally 
deficient children to Benda’s findings of arrested 
development in the spinal cord. 

The authors attribute the effect of glutamic acid to a 
catalysing action on the rate of production of choline 
acetylase, as described by Nachmansohn. 

D. S. Fairweather 


2577. Observations on the Use of Myanesin in Psy- 
chiatric Cases 

J. Hay. Canadian Medical Association Journal [Canad. 
med. Ass. J.| 60, 224-227, March, 1949. 5 refs. 


‘“* Myanesin ” has been claimed to possess curare-like 
properties, and the author investigated its usefulness as a 
premedication in electric shock treatment and for other 
purposes in psychiatric conditions. In 20 cases myanesin 
was injected intravenously in doses of 30 mg. per kg. 
body weight. In 6 cases in which the drug was given 
immediately before electric convulsion treatment, it had 
no effect on the duration or intensity of the convulsions. 
The most marked effects of myanesin were seen in patients 
with Parkinsonism. In all 4 cases in which the drug was 
administered the muscular rigidity was diminished and 
the tremor less pronounced, and there was a subjective 
feeling of relaxation and well-being. The duration of 
this improvement varied from several minutes to 3 days. 
In recent cases of Parkinsonism the improvement was 
longer than in chronic ones. Myanesin had no effect in 
schizophrenia and involutional melancholia. In some 
cases a mild haematuria may follow the injection, and 
this is attributed to haemolysis caused by chemical 
impurities and not by the drug itself. 

Although the use of myanesin in electric convulsion 
treatment has been disappointing, the author considers 
that, given orally, the drug may find a place in the 
treatment of Parkinsonism and other diseases of the 
basal ganglia. J. T. Leyberg 


2578. Pupillary Phenomena on Application of a Strong 
Constant Electric Current as Used in Electronarcotic 
Treatment 

R. Kien and D. F. Earty. Journal of Mental Science 
[J. ment. Sci.] 95, 140-142, Jan., 1949. 9 refs. 


During electronarcosis, the initial current of 180 mA 
through bitemporal electrodes produces tonic extension 
of the skeletal muscles accompanied by strong contrac- 
tion of the pupils, the majority to pin-point size. After 
some relaxation when clonus ensues, the contraction 
becomes slightly more marked in the following stage 
with a current between 60 and 80 mA, the cause being 
considered to be direct stimulation of the oculomotor 
nerve. The pupil of a completely atropinized eye dilates 
during the treatment, the other contracting as usual. 
These findings are identical with those of Kunz and 


Richins in animal experiments (J. Neurophysiol., 1940, 3, 
336), and they suggest the existence of two distinct nerve 
fibre systems arising from the oculomotor centre in the 
midbrain and conducted through the oculomotor nerve— 
an adrenergic system actively relaxing, and a cholinergic 
contracting, the iris’ sphincter. The loss of pupil 
reaction to light after dark adaptation observed by the 
authors in 2 patients with anxiety states whose pupils 
previously reacted normally in daylight, the well-known 
loss of reaction to light in states with predominant 
emotional tension, and the paradoxical reaction to light 
found occasionally in the Argyll Robertson pupil and in 
internal ophthalmoplegia, are mentioned as capable of 
correlation with the findings. W. Forster 


2579. Electroshock Therapy for Depression. Report of 
200 Cases 

N. Savitsky and W. KARLINER. Medical Clinics of 
North America |Med. Clin. N. Amer.] 33, 515-526, 
March, 1949. 29 refs. 


This is a report on 200 cases of depression treated with 
electric convulsions; most of the cases were followed up 
for 5 years. High percentages of improvement are 


‘claimed. Of 7 patients with puerperal depression, all 


recovered, and in 27 cases of involutional melancholia 
there was only one failure. Improvement in the de- 
pressed phase of manic-depressive psychosis occurred in 
83% of 119 cases treated. The authors advocate the use 
of electric convulsion therapy (E.C.T.) in out-patient 
clinics, provided there is sufficient supervision at home 
when there is a risk of suicide. Although E.C.T. 
shortens the duration of depressive episodes in manic- 
depressive psychosis, it appears to increase the number of 
relapses. No exact statistical data are given to support 
this view, but cases are quoted in which the periods of 
remission became much shorter after a course of E.C.T. 
In this type of patient the authors recommend monthly 
application of E.C.T. as a maintenance measure. 
J. T. Leyberg 


2580. Effects of Electroconvulsive Therapy on Diuretic 
Response to Water in Psychotic Patients 

M. D. ALTSCHULE and K. J. TiLLoTson. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 61, 188-193, Feb., 1949. 2 figs., 11 refs. 


Water metabolism in psychotics has been investigated 
by numerous workers with various methods, but the 
observed abnormalities in diuretic response have not 
been found with sufficient regularity to justify the use of 
such a method as a diagnostic test. The mechanism of 
the observed changes remains unknown. Starting from 
the observation that gain in weight in patients who im- 
proved during a course of electric convulsion therapy 
(E.C.T.) was usually associated with water retention, the 
authors tried to elucidate the mechanism of this retention 
by testing the diuretic response to water tolerance before 
and after E.C.T. If the water retention after E.C.T. 
were due to an increased secretion of pituitary posterior 
lobe hormone, the diuresis after treatment would be 
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depressed and the diuretic index diminished. (The 
diuretic index is arrived at by dividing the volume of 
urine excreted in the first 3 hours by the volume of water 
experimentally drunk, and is normally about 1-0.) 
However, the diuretic index rose, indicating that the 
water retention in E.C.T. must be the result of other, 
still unknown, factors, and not of an increased secretion 
of pituitary hormone. F. F. Kino 


2581. Curare-modified Electric Convulsion Therapy in 
Cases with Physical Disease c 

P. D. W. SHEPHERD and D. C. Watt. British Medical 
Journal [Brit. med. J.) 1, 752-756, April 30, 1949. 17 
refs. 


At Shenley Hospital the authors treated 50 cases, 
unsuitable for the usual electric convulsion therapy on 
account of their physical condition, with a curare- 
modified form. No deaths or serious complications 
occurred. Before treatment all patients were completely 
investigated, studies including the use of electrocardio- 
grams and radiographs of the chest and spine. No 
restraint was used. The patient was on an ordinary 
bed with one pillow under the head. 

For females, the initial dose of p-tubocurarine chloride 
was 2-5 mg. per stone (6:35 kg.) and for males 3 mg. per 
stone. Subsequent doses were adjusted so that the 
muscular movement was insufficient to produce more 
than a slight rise in blood pressure. Thiopentone, with 

ov gr. (0-65 mg.) atropine, was mixed with the curare to 
allay apprehension and to maintain a clear airway, 0-25 
g. being given to females and 0-15 g. to males. A 
Phillips airway having been introduced, artificial respira- 
tion was begun before the shock was given. Oxygen 
was insufflated by means of the Lucas resuscitator. The 
electrical stimulus was administered from 2 to 3 minutes 
after the injection. When the dose of curare was 
sufficient, no movements occurred except in the face. 
Oxygen administration was continued until respiration 
was spontaneous; in one instance this did not occur 
for 45 minutes. Nikethamide and neostigmine were 
available. They might be required if the blood pressure 
fell. The patient got up from 1 to 2 hours after treat- 
ment. The frequency and number of shocks given were 
similar to those of unmodified electric convulsion 
therapy. One trained doctor and nurse were able to 
treat 6 cases in 190 minutes. 

The ratients treated included 21 with skeletal disease, 
17 with hypertension and cardiac disease, 4 with pul- 
monary tuberculosis, and 8 frail and senile patients. In 
some cases two conditions were present. Of the total 
treated, the depressives numbered 47 and manics 3. 
The duration of stay in the mental hospital before treat- 
ment was initiated varied from 1 month to 15 years in 
the 34 cases in which the period is given by the authors. 
Recovered patients numbered 43, including one who had 
been in hospital for 15 years and another for 10 years. 
Six improved and in one the condition was unchanged. 
The number of treatments given varied from 1 to 15. 
Recovery occurred after from i to 11 shocks. [The 
number of cases in the text is one less than in the table.] 

G. de M. Rudolf 


2582. Central Inhibitory Effects of Carbon Dioxide. 
Il. Macacus rhesus . 

S. N. Stein and G. H. PoLitock. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 70, 290-291, Feb., 1949. 2 refs, 


Monkeys were anaesthetized with ether and im-. 
mobilized by means of an intravenous injection of dihydro- 
B-erythroidine. Electrodes were inserted into the skull 
and connected as desired either to an electroencephalo- 
graph or to an electronic stimulator. Convulsions 
produced by electrical stimulation were suppressed by 
artificial ventilation for 3 minutes or more with gas 
mixtures containing 15 to 20% of carbon dioxide. The 
effect is attributed to a depression of cortical excitability 
resulting from a direct action of carbon dioxide on the 
neurones, and from changes in cerebral pH, oxygen 
tension, and blood flow. R. A. Gregory 


2583. Central Inhibitory Effects of Carbon Dioxide. 
Ill. Man 

G. H. Pottock, S. N. StTein, and K. GyYArRFAS. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 70, 291-292, Feb., 
1949. 10 refs. 


The findings of the previous study (Abstract 2582) were 
applied in the treatment of a series of selected neurotic 
and psychotic patients. Convulsions were produced by 


electric shock before and after the inhalation of gas . 


mixtures of oxygen and carbon dioxide. A concentra- 
tion of 15 to 30% carbon dioxide prevented con- 
vulsions, inhalation of 30% for 30 seconds being 
sufficient. Several patients had seizures of decerebrate 
type (see Abstract 2584). R. A. Gregory 


2584. Central Inhibitory Effects of Carbon Dioxide. 
IV. Convulsive Phenomena 

K. Gyarras, G. H. PoLtock, and S. N. STEIN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 70, 292-293, Feb., 
1949. 6 refs. 


In 18 patients who inhaled 30% carbon dioxide in 
oxygen for 30 seconds before electric shock therapy, 
seizures of decerebrate type occurred. Initial periocular 
twitching was followed by either an extensor hypertonus 
in all limbs or, more often, slight flexor spasm in 
the arms and extension in the legs, consecutive transitory 
plastic tonus, increasing occipital rigidity and opistho- 
tonos, and finally a high degree of extensor rigidity in all 
limbs. The dilated pupils usually reacted to light. No 
tongue-biting, incontinence, or post-convulsive stupor was 
observed. The electroencephalographic changes were 
not of grand-mal type. R. A. Gregory 


2585. Clinico-Anatomical Studies of Frontal Lobe Func- 
tion Based on Leucotomy Material 

A. Meyer and T. McLarpy. Journal of Mental Science 
[J. ment. Sci.] 95, 403-417, April, 1949. 10 figs., 27 refs. 


See Section Medical Jurisprudence, Abstract 2236. , 
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2586. The Role of Frogs in the Epidemiology of Weil’s 
Disease 

P. H. VAN THIEL. Antonie van Leeuwenhoek [Antonie v. 
Leeuwenhoek] 14, 129-144, 1948. 18 refs. 


In previous experiments (Acta brev. neerland., 1946, 
14, 4) the author showed that fresh-water fish apparently 
play no part in the spread of leptospirosis. The present 
communication deals with similar observations on frogs 
—99 Rana fusca and 10 R. esculenta. Serum was tested 
for the presence of agglutinins to Leptospira icterohaemor- 
rhagiae, complete and incomplete biotypes, L. canicola, 
L. grippotyphosa, L. sejro, and a number of strains of 
L. biflexa. The serum of all the frogs except two 
R. esculenta agglutinated the incomplete biotype of 
L. icterohaemorrhagiae in dilutions of 1 in 4 or higher. 
The other biotype and the other species were agglu- 
tinated by the sera of varying, lesser numbers of frogs. 
No leptospirae were isolated by the inoculation of 
suspensions of frog kidney into mice. Only after the 
intraperitoneal injection of large amounts (2 ml.) of 
a culture of a virulent strain of L. icterohaemorrhagiae 


could leptospirae be isolated for a few days from the’ 


blood, liver, and kidneys. The frogs showed no sign 
of illness, but the treatment increased the antibody titre 
of the serum. 

It appears therefore that frogs, like fish, play no part 
in the epidemiology of Weil’s disease. The interesting 
observation was made that all infected rats from Leiden 
were carriers of the incomplete biotype of L. irtero- 
haemorrhagiae. J.C. Broom 


See also Section Pharmacology and Therapeutics, 
Abstract 2199. 


2587. Pure Granulomatous Nocardiosis: A New Fungus 
Disease Distinguished by Intracellular Parasitism. A 
Description of a New Disease in Man due to a Hitherto 
Undescribed Organism, Nocardia intracellularis, n.sp., 
Including a Study of the Biologic and Pathogenic Proper- 
ties of this Species 

J.T. Cuttino and A. M. McCase. American Journal of 
Pathology [Amer. J. Path.) 25, 1-47, Jan., 1949. 23 figs., 
bibliography. 


A fatal case of a granulomatous disease due to a 
hitherto undescribed organism is reported. The patient 
was a white girl, 34 months old. The disease, which ran 
a 44-month afebrile course, began with nausea and 
vomiting. An upper abdominal mass developed together 
with enlargement of axillary, inguinal, and cervical lymph 
nodes, and weight was lost. Inguinal lymph-node 
biopsy showed proliferating macrophages containing 
acid-fast organisms. Similar organisms were found in 
the stools and proctoscopy revealed ulceration. Treat- 
ment consisted of administration of ‘* promanide ”’ and 
penicillin. 
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At necropsy chylous fluid was found in the peritoneal - 
and pleural sacs. The abdominal’ mass consisted of 
matted, enlarged lymph nodes and there was spleno- 
megaly. Ulcers were present throughout the colon. 
Histologically the spleen contained numerous macro- 
phages and giant cells filled with organisms, and epithe- 
lioid cells were grouped round the central arteries. The 
lymph nodes contained similar organism-filled macro- 
phages and giant cells. In the colon macrophages were 
present in the walls and floors of the ulcers, and also in 
non-ulcerated segments of the gut. Tubercle-like 
nodules were found in the liver. 

The organism was isolated from lymph nodes excised 
at biopsy, stools, and the spleen and lymph nodes at 
necropsy. It was a Gram-positive, acid-fast, filamentous 
organism, branching laterally and fragmenting into 
bacillary elements. It grew aerobically on a variety of 
media, the optimum temperature being 37:5° C. It was 
able to utilize paraffin as the sole source of carbon. A 
detailed description of the organism is given and reasons 
are presented for considering it to belong to the genus 
Nocardia (family Actinomycetaceae) and to be a new 
species, N. intracellularis. 

Experimental infections, sometimes only local and 
never fatal, were produced in guinea-pigs, rats, and mice, 
but not in rabbits, chickens, frogs, or goldfish. Guinea- 
pigs could be infected by parenteral injection or by 
mouth. 

The source of the infection in this case is unknown, but 
the portal of entry was probably the gut. The reaction 
consisted of phagocytosis of the organisms by mono- 
nuclear cells and proliferation of these cells with giant- 
cell formation. Further effects appear to have been 
produced mechanically, no toxin having been demon- 
strated. C. C. S. Pike 
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2588. Chorio-meningo-encephalitis Following Inoculation 
of Newcastle Disease Virus in Rhesus Monkeys 

H. A. WENNER and B. LasH. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 70, 263-265, Feb., 1949. 2 figs., 5 refs. 


The author injected 10-day-old egg cultures of the 
Manhattan strain of the virus of Newcastle disease 
intracerebrally into 5 rhesus monkeys. All .became ill 
and one died on the sixth day; one was killed on the 
seventh day and the remaining 3 recovered after a 
pyrexial period of 2 to 7 days, during which time the 
animals were agitated and “ grossly awkward in loco- 
motion”. Serological tests showed a definite rise in 
virus antibody titre over the period from the onset of the 
disease to convalescence. 

The cerebral tissue of the killed monkey was infective 
to another rhesus monkey, but Swiss mice, hamsters, 
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cotton-rats, and embryonated eggs showed no reaction. 
The pathological changes observed in the central nervous 
system of the killed rhesus monkey were typical of a 
choriomeningo-encephalitis, and in the passage monkey 
there were inflammatory and degenerative changes in the 
grey matter, particularly in the anterior horns of the 
spinal cord. H. J. Bensted 


2589. Studies on the Pathogenesis of a Case of Influenza- 
A Pneumonia of Three Days’ Duration 

J. MULDER and G. J. VERDONK. Journal of Pathology 
and Bacteriology |J. Path. Bact.) 61, 55-61, Jan., 1949. 
12 figs., 5 refs. 


An examination was made of the body of a young 
adult male, who had died on the third day after an 
attack of influenza, complicated by bronchopneumonia 
due to Staphylococcus aureus. Influenza virus was 
isolated from the tracheal mucosa of ferrets. Examina- 
tion 7 months later suggested that the virus had died 
during storage of the material at — 130° C. 

The trachea and right bronchus were of a deep red 
colour and the mucosa was covered with flakes of fibrin. 
The right lung was consolidated and deep red in colour; 
it contained many small abscesses. On the right side 
there was a fibrinous pleurisy. The left bronchus and 
lung appeared normal except for small patches of 
consolidation in the lower lobe. There was a fibrino- 
purulent inflammation of the trachea and right bronchus 
due to the staphylococcal infection. In addition, areas 
showed peculiar degenerative and regenerative changes in 
the epithelium. In one area between normal and 
abnormal mucosa the epithelium had lost its normal 
arrangement, the nuclei being rounded and less regularly 
arranged; cilia were indistinct or had disappeared. 
There was intercellular oedema. Beyond this area, 
epithelial changes were more marked with disintegration 
of cells. In some places the epithelium was only half its 
normal height. Elsewhere the cells were rounded and 
contained vacuoles. There were also areas where there 
had been a desquamation of cells which did not affect 
the basal cell layer; here numerous mitoses were visible. 
Haemorrhages and oedema were present between the 
epithelium and basement membrane. The mucosa was 
hyperaemic and closely infiltrated with mononuclear 
cells. The changes did not affect the small bronchioles. 

The epithelial changes are regarded as resulting from 
the influenzal infection and not from the action of 
staphylococcal toxin. D. G. ff. Edward 


2590. Influenza Vaccine. A Study of Serologic Res- 
ponses and Incidence of Reactions Following Subcutaneous 
and Intradermal Inoculation 

H. B. Bruyn, G. MEIKLEJOHN, and H. BRAINERD. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.] 77, 149-163, Feb., 1949. 34 refs. 


A group of 79 children up to 15 years of age received a 
commercial erythrocyte-eluate influenza vaccine contain- 
ing both the PR8 and Weiss strains of influenza A and 
the Lee strain of influenza B virus. The vaccine was 
administered either subcutaneously or intradermally. 


Systemic reactions were common in those receiving it 


subcutaneously, less so in those receiving it intradermally, 


The antibody response for both PR8 and Lee viruses 
was measured by the method of Hirst, and in general 
the increase in titre in 52 children after one or two 
intradermal injections of 0-1 ml. was as great as that in 
27 children who received one dose of 0-5 ml., 0-25 ml., or 
0-125 ml. of the vaccine subcutaneously. R. Hare 


2591. Chickenpox in a Hospital Epidemic. (Berpsxuas 
ocna mo MaTepHanaM BHYTpHOObHHYHEIX BCMbILUCK) 
T. I. LepepevA. Tlequarpua [Pediatriya] No. 1, 21-27, 
Jan.—Feb., 1949. 


A careful study of chickenpox epidemics was made at 
the Ivanovsky First City Hospital, Moscow, during 1946 
and the first 10 months of 1947. Observation was more 
or less restricted to children under the age of 10; indeed, 
the majority of infections were contracted by young 
children of from 6 months to 3 years. No primary 
infections were observed in children above the age of 7. 
Though generally considered a mild infectious disease, 
chickenpox in weak and sickly children can take a very 
serious course, and more attention should be paid to 
prophylaxis. 

During the various hospital epidemics the source of 
infection in some cases remained obscure. It is, however, 


_possible that in these cases contact had occurred with 


children suffering from a very mild form of chickenpox, 
which had been overlooked. In other cases the infection 
could be traced to previous contact in cribs. The 
incubation period in the majority of cases was from 
13 to 18 days. A spread through healthy virus carriers 
was precluded. It is emphasized that observations 
revealed that the origin of some of the chickenpox 
epidemics lay in herpes zoster cases. 

The author describes the spreading of a mild chicken- 
pox epidemic in the scarlet-fever ward from a particular 
case of herpes zoster. It is, however, pointed out that 
every case of herpes zoster is not necessarily associated 
with the danger of a chickenpox epidemic; the governing 
condition is the presence or absence of the virus on the 
mucous membranes of the respiratory tract. As 
droplet infection is the usual way of spreading the 
disease, the need for strict isolation of every case of 
herpes zoster or chickenpox is stressed, and this in 
practice was found to be the most effective check on 
spread. Prophylaxis by means of injections of 30 ml. 
normal serum was tried but found to have little effect. 

Elizabeth Vick 


2592. Involvement of the Nervous System in Mumps. 
(3a60oneBaHHA HEpBHOH CHCTeMbI NpH 
nmaporTutTe) 

S. E. GanzpurG. Tleguatpusa [Pediatriya] No. }, 
9-17, Jan.—Feb., 1949. 


The findings described in this article are based on the 
observation of 50 cases of mumps meningo-encephalitis 
admitted to the Dzerzhinsky Children’s Hospital, 
Moscow, over a period of 2 years. 
this diagnosis made on admission. 


Only in 5 cases was 
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The clinical picture in mumps meningo-encephalitis 
has definite characteristics. The onset is sudden with 
high temperature; there is extreme listlessness and 
sleepiness (though the patient is easily aroused), with 
severe sharp headaches, repeated vomiting, epigastric 
pain, and in some cases convulsions. Meningeal 
symptoms of a mild nature are present in a majority 
of cases, with neck rigidity; Kernig and Brudzinski 
reactions are positive. Local signs include hemiparesis, 
and pareses of third, sixth, and seventh cranial nerves 
and of peripheral nerves. There is an increase in the 
number of cells and amount of albumin in the cerebro- 
spinal fluid, and a slightly positive globulin reaction. 
Convulsions are of grave significance. The author 
emphasizes that in no other form of meningitis has such 
frequent and repeated vomiting been observed. While 
there is a change in the cerebrospinal fluid in all cases, 
this does not correspond in degree to the actual severity 
of the case. Involvement of the central nervous system 
can occur either before, simultaneously with, or after the 
swelling of the salivary glands, or indeed when no such 
swelling takes place. ; 

Reference is made to earlier work showing that epi- 
demic parotitis is a systemic disease and not a local 
infection; in fact where involvement of the nervous 
system occurs injury to it is primary, and to the salivary 
glands only secondary. Experiments made in 1945 
established the constancy of the complement-fixation 
titre in the serum of patients suffering from meningo- 
encephalitis caused by the mumps virus. As this 
constancy is not found in any other form of meningo- 
encephalitis, this reaction is a most valuable aid to 
diagnosis and differential diagnosis. Elizabeth Vick 


2593. Anterior Poliomyelitis; Early and Late Electrical 
Stimulation of the Muscles 

S. L. Osporng, A. J. KosMAN, H. D. Bouman, R. T. 
McELvVENNY, and A. C. Ivy. Surgery, Gynecology and 
Obstetrics [Surg. Gynec. Obstet.] 88, 243-253, Feb., 1949. 
4 figs., 31 refs. 


The authors investigated the effect of treatment by 
various electrical currents on muscles denervated by 
anterior poliomyelitis. Two groups of patients were 
selected. The early group, of 7 patients, began treatment 
immediately after the diagnosis of anterior poliomyelitis 
had been made, a further 7 being used as a control group. 
The late group consisted of patients who had had the 
disease for from 6 months to 6 years, and contralateral 
parts in these patients were used as a contiol. The 
muscles were tested for reaction of degeneration; 
electromyographs, results of manual-strength tests, and 
girth measurements were studied. Intensity-frequency 
curves were plotted and used to select the most suitable 
frequency for treatment. These tests were carried out 
before treatment began and subsequently at 3-monthly 
intervals. Treatment was applied daily for 6 days a 


week. A variable-frequency wave generator, delivering 
a sinusoidal current capable of being gradually altered 
from 2 to 6,000 cycles per minute while the patient 
Temained in the circuit, was used. 
At frequencies of from 120 to 6,000 cycles per minute 
M—2s 


the current could be surged 100% sinusoidally to avoid 
tetanic contraction of the muscle. The lowest current 
producing a threshold contraction was employed 
throughout, the rate of muscle contractions being kept 
constant at 24 per minute. When possible, muscles 
were made to contract against resistance; unless fatigue 
supervened they were stimulated for 10 minutes. The 
authors consider it to be harmless but useless to continue 
to stimulate beyond this point, because tension is not 
then developed in the muscle. In the late group a small 
improvement was noted in girth and/or strength of 
muscles of 12 or 13 patients. In the early group the 
expected atrophy was prevented in all but 2 cases, even 
when voluntary control had not returned by the end of a 
year. The authors advise that treatment should begin 
as soon as a diagnosis of anterior poliomyelitis is made, 
and give details of treatments and results. 
J. H. Cyriax 


2594. Differentiation of Three Groups of Poliomyelitis 
Virus 

J. F. Kesser and C. F. Pair. Proceedings of the Society 
for Experimental Biology and Medicine {Proc. Soc. exp. 
Biol., N. Y.] 70, 315-316, Feb., 1949. 3 refs. 


This paper reports the results of tests to differentiate 
antigenic groups of poliomyelitis viruses. The tests 
used were: (1) Challenge of animals vaccinated with 
live virus by the intramuscular route. (2) Neutraliza- 
tion by pooled sera from these vaccinated animals. The 
results, in conjunction with those of an earlier study, 
indicate that 3 groups of poliomyelitis virus can be 
differentiated as follows: group I, comprising the Bk, 
McK, Ca, Fr, Mi, Gu, Ko, Cp, and Br strains; group II, 
comprising the Lansing and MV viruses; group III, 
comprising the Leon strain. 3 

[These results broadly bear out the observations of the 
Baltimore group of workers.] A. J. Rhodes 


2595. Serum Neutralizing Antibodies to the Infecting 
Strain of Virus in Poliomyelitis Patients 

W. McD. Hammon and E. C. Roserts. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 256-258, Nov., 1948. 
3 refs. 


The authors have set out to answer the crucial question 
whether specific antibody develops on recovery from 
poliomyelitis, and as antigen have used homologous 
virus isolated from the affected patient. It was first 
necessary to pass each virus for a few transfers through 
monkeys till paralysis was regularly produced. Serum- 
virus mixtures were incubated for one hour at 37° C., 
then overnight at 5°C. The virus was used in a con- 
centrated suspension without titration. The results were 
considered to be negative in monkeys that did not 
develop paralysis. 

In the first 3 cases (of spinal paralysis), in patients 
aged from 3 to 9, the undiluted acute-phase sera, taken 
on the 2nd, 4th, and 6th days after onset of the disease, 
neutralized the virus, as did convalescent sera. In 
another 4 cases serial 5-fold dilutions of serum were 
used, and although antibody was found in the acute 
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samples there was an apparent increase in 3 cases by 
the 45th, 74th, and 80th days respectively; in the fourth 
‘case there was no rise in the sample tested on the 24th 
‘day. In one case the increase was 5-fold, but in the other 
2 it was 25-fold or greater. It therefore appears that in 
poliomyelitis, as in other infections, there may be an 
increase in antibodies to the causal virus. 
A. J. Rhodes 


See also Section Hygiene and Public Health, Abstract 
2133. 


RICKETTSIAL INFECTIONS 


2596. The Behaviour of Rickettsiae in the Mouse Flea. 
(Versuche zur Ubertragung von Rickettsien auf Mause- 
fl6he) 

F. Weyer. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde und Infektionskrankheiten (Abteilung 1, Originale) 
[Zbl. Bakt. (1 Abt. Orig.) | 153, 116-121, Feb. 21, 1949. 
10 refs. 


Mouse fleas (Leptopsylla segnis) have hitherto not been 
infected experimentally with rickettsiae other than 
R. mooseri. The author infected this flea species with 
R. prowazekii and R. (Coxiella) burnetii, the infecting 
agents of classical typhus and of Q fever, as well as with 
the rickettsiae of murine typhus and the virus of primary 
atypical pneumonia of mice. 

Natural infection of fleas was induced by settling 
healthy fleas on mice ill with rickettsial infections, 
Shortly before death of these mice healthy mice free from 
fleas were put into the same box and thus served as blood 
donors to the fleas abandoning the dead mice. To 
control results the fleas were collected from the healthy 
mice after varying intervals and their stomachs were used 
either for the preparation of slides or they were emulsified 
in physiological saline and inoculated intrarectally into 
lice or intraperitoneally into mice. In case of doubt 
further louse or mouse passages were made or lice were 
infected with mouse-brain emulsion and mice with 
emulsion of louse stomach. 

Artificial infection of mouse fleas is technically diffi- 
cult for anatomical reasons. It can, however, be carried 
out quite successfully after a period of trial and error. 
Technical details are given in the original. Natural 
infection was successful with 1 strain of R. mooseri and 
with 2 strains of mouse-adapted R. prowazekii. 

Of 14 attempts at artificial infection 9 were successful 
Positive results were obtained with 2 intracellular strains 
of R. prowazekii (strains Hiigel and Zakovic), with one 
extracellular strain (Herzog), and with one strain of 
R. mooseri. Strains recovered from mouse fleas could be 
kept indefinitely by passage in lice, but passage in or even 
infection -of mice with such strains was unsuccessful. 
Artificial infection of mouse fleas with R. burnetii was 
successful while an experiment with R. wolhynica gave 
a negative result. The virus of primary atypical 
pneumonia of mice was passed through mouse fleas once 
with and once without success. In some of the experi- 
ments intracellular strains of R. prowazekii and R. 
mooseri were transformed into extracellular strains after 
passage through mouse fleas. 


The author draws the conclusion that mouse fleas are 
suitable intermediate hosts for intracellular rickettsiae 
and are a possible intermediate host in Q fever. 

K. S. Zinnemann 


2597. Comparison of Synthetic and Fermentation 
Chloramphenicol (Chloromycetin) in Rickettsial and Viral 
Infections . 

J. E. SMADEL, E. B. Jackson, H. L. Ley, and R. Lewtn- 
WAITE. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.| 70, 
191-194, Feb., 1949. 2 figs., 11 refs. 


The authors, working in the Army Medical Depart- 
ment, Washington, and the Institute for Medical Research, 
Kuala Lumpur, compared the rickettsiostatic and 
virustatic effects of crystalline chloramphenicol (“* chloro- 
mycetin’’) obtained from fermentation liquors of 
Streptomyces venezuelae, n.sp., and from chemical 
synthesis. 

In embryonated eggs infected with Rickettsia rickettsii, 
R. akari, R. mooseri, R. prowazekii, 2 strains of R. 
tsutsugamushi, 2 strains of psittacosis virus, and one of 
lymphogranuloma virus, the mean prolongation of life, 
with doses of 0-125 to 0-50 mg. per egg, was identical for 
both natural and synthetic chloramphenicol. With mice 
infected with R. tsutsugamushi, receiving single daily 
intraperitoneal injections of both types of chloramphenicol 
a similar result was obtained. There was no difference 
in response of mice infected with the 6 BC strain of 
psittacosis virus to natural and to synthetic chloram- 
phenicol administered orally or intraperitoneally. 

Two patients with scrub typhus, from whose blood 
R. tsutsugamushi was recovered by mouse inoculation, 
were treated with synthetic chloramphenicol. The drug 
was administered orally over 16 hours, initial doses of 
3 or 4 g. being followed by 0-25 g. at 3-hourly intervals. 
The response was comparable in both -cases to that 
obtained with fermentation chloramphenicol, the febrile 
period lasting for less than 30 hours, compared with the 
usual 14 days in untreated cases. Malcolm Woodbine 


2598. Q Fever in Laundry Workers, Presumably 
Transmitted from Contaminated Clothing 

J. W. OLIPHANT, D. A. Gorpon, A. Mets, and R. R. 
PARKER. American Journal of Hygiene [Amer. J. 
Hyg.) 49, 76-82, Jan., 1949. 3 figs., 16 refs. 


The authors describe in detail 3 cases of Q fever 
in laundry workers who had handled soiled washing 
from the Rocky Mountain Laboratory, Hamilton, 
Montana, where work on Q fever was being carried 
out. These patients belonged to a group of 6 who were 
engaged in the sorting and marking of the soiled articles. 
In the blood of their three colleagues who had not been 
clinically ill complement-fixing antibodies could be 
demonstrated, with a high titre in 2 cases. Three other 
employees, working in close proximity but without 
having actually handled the soiled washing, and 4 more 
who had worked on another floor of the laundry had a 
negative complement-fixation reaction for Q fever. 

There was no history of exposure to infection outside 
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their place of employment in any of the 6 affected laundry 
workers. These are claimed to be the first reported 
cases in which the infection has been acquired from 
contaminated clothing. 

All 3 patients received penicillin, in one case supple- 
mented by streptomycin and in another by sulphadiazine, 
but the course of the illness appeared unaffected by these 
measures. W. G. Harding 


2599. Pathogenesis of Circulatory Failure in Rocky 
Mountain Spotted Fever. Alterations in the Blood 
Volume and the Thiocyanate Space at Various Stages of 
the Disease 

G. T. HARRELL and J. K. AikAwA. Archives of Internal 
Medicine [Arch. intern Med.] 83, 331-347, March, 1949. 
13 figs., 11 refs. 


Peripheral circulatory failure in tickettsial spotted 
fever is accompanied by a fall in serum content of 
protein and by the development of oedema. The 
plasma volume is decreased and the thiocyanate space 
increased in the second week of the disease, when 
circulatory changes are at a maximum. With the 
establishment of immunity (or allergy), capillary integrity 
is restored, diuresis occurs, the oedema disappears, the 
plasma volume increases, and the patient recovers. 


‘The fact that the circulatory changes are at a maximum 


during the second week of the disease, when immunity 
begins to overcome the infection, suggests that an 
antigen-antibody reaction may be responsible for the 
changes in permeability of the membranes. An altera- 
tion in the permeability of membranes was observed in 
one patient during serum sickness induced by the 
therapeutic administration of Rocky Mountain spotted 
fever antiserum; the changes resembled those seen 
during the rickettsial infection and the findings support 
the aforementioned hypothesis. A change in per- 
meability probably takes place in cell membranes as well 
as in capillary walls; the capillary permeability may 
progressively increase in degree, so that crystalloids, 
protein, and erythrocytes are allowed to pass out of the 
capillaries. Myocardial failure may occur as the direct 
result of the anoxia induced by vascular lesions of the 
disease or by interstitial oedema, or it may be precipitated 
by excessive administration of fluids, particularly during 
the period when capillary integrity is being restored. 
In 6 cases specific therapy in the form of antiserum or 
para-aminobenzoic acid, alone or together, early or late 
in the course of the disease did not prevent circulatory 
changes. Supportive therapy does not prevent the 
circulatory changes of spotted fever, but administration 
of a high-protein diet from the beginning of therapy 
reduces the effects; serum albumin is probably the best 
pre-formed protein for parenteral administration in cases 
of acute circulatory collapse. In other infectious diseases 
in which the permeability of membranes may be altered, 
proper replacement of protein and the avoidance of 
excessive administration of crystalloids might decrease 
circulatory failure; the principles of supportive therapy 
described are probably applicable to these infectious 
diseases.—[From the authors’ summary.] 
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2600. Diplococcus mucosus as the Cause of Meningitis. 
(Diplokokkus mucosus als Meningitis-erreger) 

A. NAGEL. Zentralblatt fiir Bakteriologie, Parasitenkunde 
und Infektionskrankheiten (Abteilung 1, Originale) [Zol. 
Bakt. (1 Abt. Orig.) ] 153, 122-126, Feb. 21, 1949. 


Meningitis caused by a mucoid saprophytic pharyngeal 
diplococcus belonging to the Neisseria group is a rare 
occurrence. The author adds 2 further cases to the 
few unpublished hitherto. As other authors have 
noted, he finds that strains of this organism vary slightly 
in their biochemical, cultural, and even morphological 
characteristics. 

The first case was in a 2-year-old hydrocephalic child. 
Meningitic symptoms were first noticed after an en- 
cephalogram had been taken, but the author is of the 
opinion that the hydrocephalus may well have been due 
to a mild infection with D. mucosus, for the cerebrospinal 
fluid, though clear, was of a marked yellow colour when 
withdrawn before the onset of meningitic symptoms. 
The meningitis was a mild one. The ultimate fate of the 
child is unknown. The second case was in a 24-year-old 
female with not very marked symptoms of meningitis. 
The organism was isolated on one occasion but could 
be seen microscopically on two subsequent occasions. 
Failure to grow the organism more than once was most 
probably due to combined sulphonamide—penicillin 
therapy. K. S. Zinnemann 


2601. Occurrence of Complications in Scarlet Fever 
Treated with Penicillin, Antitoxin and Gamma Globulin 

J. F. LANDON and N. GREENFIELD. American Journal of 
Diseases of Children [Amer. J. Dis. Child. 76, 380-383, 
Oct., 1948. 


This paper describes the results of an investigation into 
the relative value of gamma globulin, scarlet fever anti- 
toxin, and penicillin in the prevention of complications 
after scarlet fever; 245 patients were treated in the 
Willard Parker Hospital, New York, with these three 
agents in strict rotation. One group received 1,200,000 
units of penicillin over a period of 10 days; another, one 
injection of 60 ml. of gamma globulin intramuscularly; 
and the third an injection of 9,000 U.S. units of scarlet 
fever antitoxin. -All patients were followed up for 
3 months. 

The complication rates after treatment with gamma 
globulin, penicillin, and scarlet fever antitoxin were 2%, 
7%, and 10% respectively; however, 4% of the cases 
treated with gamma globulin were considered severe, 
compared with 6% of those treated with penicillin and 
14% of those treated with scarlet fever antitoxin. There 
was no relation, however, between the severity of the 
illness itself and the incidence of complications in 
individual cases. 

The incidence of streptococci in the nose and throat of 
patients on discharge from hospital was also compared 
in the three groups; swabs were not taken in all cases, 
but among those patients who had been treated with 
gamma globulin the carrier rate appeared to be 
significantly higher than among the others. 

W. G. Harding 
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2602. Outbreak of Shigella schmitzii Infection in Men 
and Apes 

R. E. Rewewi. Lancet [Lancet] 1, 220-221, Feb. 5, 
1949. 13 refs. 


Bacillary dysentery due to Shigella flexneri in monkeys 
seems to be fairly common, and the infection can be 
passed on to man. Monkeys may die suddenly without 
diarrhoea but with ulceration of the colon and ileum. 
In the chimpanzee and orang-utan, however, the clinical 
picture is identical with that seen in man. 

The author describes an outbreak of infection due to 
Shig. schmitzii in the Zoological Gardens, London. It 
began with a very acute and fatal case in a chimpanzee. 
The entire mucous lining of the intestine was found to be 
acutely inflamed and ulcerated, most of it being sloughed 
off or hanging in shreds. It yielded an almost pure 
growth of Shig. schmitzii. Five days later the senior 
keeper had an acute attack of bacillary dysentery due to 
the same organism. A complete survey of faeces of 
animals and men associated with this section then 
revealed Shig. schmitzii in the stools of one of the 5 
gibbons and of one of the 7 keepers involved. In both 
cases there was a history of loose stools for some days. 
Serological examination of the 2 keepers showed positive 
agglutination to a high titre of the group phase of the 
organism. The infection was considered to have been 
introduced by the lar gibbon, which was proved to be at 
the time a carrier of the organism. 

H. Stanley Banks 


2603. The Effect of Combined Treatment with Aureo- 
mycin and Dihydrostreptomycin on Brucella Infections in 
Mice 

F. R. HEILMAN. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 24, 133-137, March 16, 
1949. 1 fig. 


Mice, weighing 16 to 20 g., were injected intraperi- 
toneally with approximately 5,000,000 organisms of a 
2-day culture of Brucella suis or Brucella abortus.. Treat- 
ment was started 48 to 65 hours after inoculation and 
continued for 10 days. The mice were killed about 
22 hours after treatment had stopped. As mice infected 
with Brucella rarely die, the effect of treatment was 
measured by studying the number of organisms present 
in the spleen. For this purpose the latter was removed 
and weighed. In one experiment the cut surface was 
widely streaked over the surface of a tryptose agar plate, 
which was then incubated for 10 days. In the other 
experiments the spleens were sealed individually in glass 
tubes, frozen, and stored in the frozen state. After a 
few days each spleen was thawed and emulsified in a 
mortar, and six serial ten-fold dilutions were made in 
nutrient broth. One ml. of each dilution was inoculated 
into a poured plate of tryptose agar and the plates were 
incubated for 10 days, after which the colonies were 
counted. 

In the first 4 experiments, the effect of various combina- 
tions of aureomycin, streptomycin, dihydrostreptomycin, 
and sulphadiazine or sulphathiazole was __ tested. 


Streptomycin and dihydrostreptomycin were given in 
3 subcutaneous doses of 300 xg. each per day. Aureo- 


mycin was given either subcutaneously in 3 doses of 
0-5 mg. each per day or incorporated in the food, the 
average daily dose then being 2:04 to 2‘°9 mg. Sulphon- 
amides were always incorporated in the food, and the 
average daily dose was from 20-4 to 24-5 mg. In the 
fifth experiment, the effect of chloramphenicol alone and 
with sulphonamide or dihydrostreptomycin was com- 
pared with that of aureomycin and dihydrostreptomycin. 
The results indicated that aureomycin combined with 
streptomycin or dihydrostreptomycin was most effective, 
but even with this treatment all organisms were not 
eliminated. Mary Barber 


2604. The Combined Use of Aureomycin and Dihydro- 
streptomycin in the Treatment of Brucellosis 

W. E. HEeRRELL and T. E. BARBER. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.} 24, 
138-145, March 16, 1949. 4 figs. 


After the results described in the previous paper 
(Abstract 2603) had been obtained it was decided to try 
the effect of combined aureomycin and dihydrostrepto- 
mycin treatment in human Brucella infection. Aureo- 
mycin was given by mouth, the average daily dose being 
3 g. given in 4 doses at 8 a.m., 2 p.m., 8 p.m., and 2 a.m. 
Dihydrostreptomycin, 2 g. per day, was given intra- 
muscularly in 2 or 4 doses. Treatment was continued 
for from 11 to 14 days. Four cases of acute infection, 
all with positive blood cultures, were treated. In all 
patients the condition responded within 72 hours of 
starting treatment and thereafter they made an un- 
interrupted recovery. One further patient, from whom a 
positive blood culture was not obtained, was given 
this treatment. He also made a prompt recovery. 

Mary Barber 


2605. Morphological Characters of the Severe Forms of 
Chronic Brucellosis. xapaxkte- 
PHCTHKa xpoHHyecKoro 6pyuennesa) 
P. P. OcuKur. Apxus [latonorun [Arkh. Patol.] 
11, No. 1, 46-51, Jan.—Feb., 1949. 4 figs., 10 refs. 


This paper is based on the necropsy findings of 26 
cases of chronic brucellosis. This condition has been 
seen in two forms: (1) the cachectic, and (2) the visceral 
form. The cachectic form is characterized by widespread 
and profound wasting of parenchymatous organs 
together with a round-cell inflammatory infiltration in the 
interstitial stroma of haematopoietic and endocrine 
organs. The visceral (immuno-reactive) form manifests 
itself as a recurrent septic condition. The pathological 


findings are striking. There are marked histiocytic. 


proliferation and haemorrhagic oedema, pointing to the 
part played by allergy in the pathogenesis of this condi- 
tion. Lesions are frequently found in the cardiovascular 
and the central nervous systems. Meningitis, encepha- 
litis, myelitis, and hepatitis have all been seen, and so has 
pancarditis with a septic endocarditis and fibrinous 
pericarditis. ; L. Crome 


See also Section Hygiene and Public Health, Abstract 
2129. ; 
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2606. The Efficiency of Gauze Masks in the Protection 
of Rabbits against the Inhalation of Droplet Nuclei of 
Tubercle Bacilli 

M. B. Lurie and S. ABRAMSON. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 59, 1-9, Jan., 1949. 
5 figs., 9 refs. 


This investigation was carried out to determine whether © 


gauze masks would be protective against droplets con- 
taining tubercle bacilli, though previous work on rabbits 
had suggested that infection might be caused even when 
the droplets were microscopic. 

Rabbits were exposed to nebulized droplet nuclei of 
tubercle bacilli. Some of them were protected by three- 
layer gauze masks and the others by six-layer masks, all 
fitting completely over the head to the neck. Final 
assessment depended on the number of “ primary 
tubercles ’’ present in the lungs of the killed animals. 
In every one of the rabbits exposed without masks, that 
survived 4 weeks, primary tubercles, averaging 28 per 
animal, developed; in 12 of the 20 masked rabbits no 
tubercles visible to the naked eye appeared; in the 
remaining masked rabbits the number of tubercles 
averaged fewer than 4 per rabbit. In a further 
experiment on 6 inbred rabbits (a cross between masked 
and control strains) a smaller number of tubercles 
developed in those that were masked, though not 
completely protected, than in the non-masked rabbits. 
There was no consistent difference between results with 
3- or 6-layered masks. Measurement of thread 
diameters and interthread spaces showed that super- 
imposition of layers of gauze would occlude practically 
all spaces. 

In discussing the application of this work to human 
beings, the authors point out that the type of mask 
ordinarily in use differs in its application from those 
worn by the rabbits. J. V. Hurford 


2607. Constitutional Factors in Resistance to Infection. 
I. The Effect of Estrogen and Chorionic Gonadotropin 
on the Course of Tuberculosis in Highly Inbred Rabbits. 
II. The Effect of Estrogen on Tuberculin Skin Sensitivity 
and on the Allergy of the Internal Tissues. III. On the 
Mode of Action of Estrogen and Gonadotropin on the 
Progress of Tuberculosis 

M. B. Lurie, S. ABRAMSON, M. J. ALLISON, T. N. HARRIS, 
and A.G. HEPPLESTON. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 59, 168-218, Feb., 1949. 26 figs., 
bibliography. 


[These three important papers may be reviewed 
together as they all deal with different aspects. of the 
same subject.] The first study gives a detailed account 
of experiments designed to test the assumption that 
the spread of tubercle bacilli is a factor in the native 
Tesistance to tuberculosis and that by suitable treatment 
of tuberculous animals with oestrogen the tuberculous 
process may be retarded or, conversely, by appropriate 
exposure of rabbits to chorionic gonadotrophin or 
Progesterone, the extension of the disease may be 


facilitated. Special care was taken in all the experiments 
to select comparable animals for treatment and control. 
The experiments showed that in highly bred, sexually 
mature rabbits, oestrogen in large doses uniformly 
retarded the progress of the disease at the site of intra- 
cutaneous inoculation, diminished the extent of the 
disease in the internal organs, and suppressed its dis- 
semination in the body. Ina similar, but smaller, group 
of rabbits administration of chorionic gonadotrophin, 
which induced corpora lutea in the ovary in the earlier 
phase of the disease, produced results opposite to those of 
oestrogen. Ovariotomy or the daily combined injection 
of physiological amounts of progesterone and oestradiol 
produced no effeet. A certain degree of parallelism 
between variations in tissue permeability and correspond- 
ing differences in the restriction of the disease in the 
connective tissues was observed, but further study was 
necessary to elucidate other mechanisms by which 
oestrogen might increase resistance to tuberculosis. 
This was done by determining the effect of oestrogen on 
the sensitivity of the skin to tuberculin and on the 
concomitant allergy of the internal organs and tissues. 
The experiments showed that oestrogen reduced the 
inflammatory response of the skin to tuberculin in 
rabbits sensitized by active tuberculosis, or by treatment 
with heat-killed tubercle bacilli, by depressing the 
inflammatory irritability of the skin to bacterial irritants 
in general. The polymorphonuclear leucocytosis which 
follows the subcutaneous administration of tuberculin 
in these rabbits is equally intense whether the animals 
are under the influence of the hormone or not. Explants 
of tissue derived from sensitized rabbits, whether 
oestrogen-treated or not, have their migration equally 
inhibited in tissue cultures by the presence of the same 
concentration of tuberculin. These and similar experi- 
ments indicate that the acquisition of intrinsic allergic 
sensitivity of the tissues in general, as well as that of the 
skin, is not reduced by oestrogen administration. 

The parallel observed in the first series of experiments 
between the effect of oestrogen on the spread of particles 
on the one hand and on the progress of the disease on the 
other was not constant. In the third paper details are 
given of the work done to explain these observations. 
The effect of oestrogen on the multiplication of tubercle 
bacilli at the site of inoculation, and in metastatic foci, 
was studied, and also the effect on the concentration of 
water in the connective tissue of the skin. The variations 
in vascular permeability of the skin under the influence 
of oestrogen and chorionic gonadotrophin respectively 
were compared. O6cestrogen exerted no constant effect 
on the growth of tubercle bacilli at the site of inoculation, 
or in metastatic foci in the early stages of the infection, 
nor did it increase the total concentration of the water in 
the skin. As a result of the swelling of the connective- 
tissue elements caused by the oestrogen, however, their 
permeability to particles decreased. As oestrogen 
reduces permeability and gonadotrophin increases it, a 
given volume of fluid injected into the skin of an 
oestrogen-treated animal will be under greater pressure 
than in a gonadotrophin-treated one; diffusion will 
therefore be greater in the former than the latter. Oestro- 


gen also tends to reduce amyloid degeneration to a 
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degree that cannot be accounted for by the less extensive 
disease in the hormone-treated animals. Observations 
on the adrenals led to the conclusion that tuberculosis, 
per se, induces hypertrophy of these glands in rabbits, 
but, although no hypertrophy was noted in oestrogen- 
treated animals, the glands contained less ascorbic acid 
than the glands from untreated animals. Similar 
findings were reported in gonadotrophin-treated rabbits, 
so the opposite effect of these two hormones on the 
tuberculous process cannot be ascribed to their influence 
on the adrenal cortex. [For the details of these important 
experiments the original paper must be read; although 
an explanation of all the phenomena recorded is not 
forthcoming the clinical application of the information 
so far obtained is of importance. The studies reveal 
that under certain conditions the tuberculin skin reaction 
is an unreliable index, not only of the degree of sensitiza- 
tion of the internal organs, but even of that of the skin 
' itself. It should be remembered that the amount of 
oestrogen used in these experiments far exceeds physio- 
logical levels. It is therefore not permissible to apply 
the results to tuberculosis in man, but the work does 
throw light on the known changes in resistance to the 
disease at the onset of puberty, particularly in the female 
and again during pregnancy and the puerperium. There 
is a danger in applying the conclusions obtained under 
controlled conditions to clinical observations, but it is 
hoped that the work will be continued, since it is throwing 
light on the variation of morbidity at different ages 
in the two sexes.] Frederick Heaf 


2608. Leucocyte Blockade of in vitro Tuberculin Cytolysis 
C. B. Favour. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 70, 369-371, Feb., 1949. 5 refs. 


Tuberculin was absorbed in vitro on to white blood 
cells of normal and tuberculous persons, as subsequently 
proved by the lack of cytotoxic action of the super- 
natants on white cells of tuberculous patients. For these 
tests white cells from tuberculin-negative and tuberculous 
subjects were prepared by sedimentation of heparinized 
venous blood, and the cell concentration was adjusted 
to 200,000 per c.mm. White cells from normal and 
tuberculous mice, however, failed to adsorb tuberculin 
under the same experimental conditions. [The results 
of the experiments are presented in a somewhat cumber- 
some table.] The old tuberculin used was dialysed 
against 3 changes of 0-85% saline during 3 days, the final 
volume being adjusted so as to give a six-fold dilution 
of the original material. In experiments with human 
blood, subjects of the same blood group were chosen. 
The mixtures of white cells in plasma and saline with 
tuberculin were incubated for 30 minutes at 37°C. 
The supernatants were tested together with tuberculin in 
normal and tuberculous human serum for cytotoxic 
(lytic) action on white cells from tuberculous patients. A 
reduction in the cell count by 20 to 30% occurred under 
the influence of free tuberculin. 

These experiments lend support to the assumption 
that tuberculin placed in the tissues remains localized 
in that area. The observation that human, but not 


mouse, leucocytes are capable of adsorbing tuberculin 
might explain the absence of tuberculin sensitivity in the 
tuberculous mouse. E. Nassau 


2609. The Value of Roentgenology in the Prognosis of 
Minimal Tuberculosis 

A. L. COCHRANE, H. W. CAMPBELL, and S. C. STEIN. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 61, 153-165, Feb., 1949. 2 figs., 
3 refs. 


The data submitted to statistical analysis in this study 
consisted of 1,100 prognoses based on examination of 
radiographs from all minimal cases of tuberculosis 
diagnosed in the chest clinic of the Henry Phipps Insti- 
tute, Philadelphia, from 1926 to 1945; cases were 
evenly distributed between white and negro males and 
females. These cases were grouped as: (a) active; (5) 
of questionable clinical significance; and (c) inactive, 
and were followed up for periods ranging from 1 month 
to 19 years. The method of statistical inquiry is 
described in considerable detail and set forth in tables 
and graphs. The follow-up study showed which of the 
“* active ’’ cases, in the absence of any treatment, did not 
progress, which of the cases in group (6) progressed in 
2 years, and which of the cases in group (c) progressed in 
5 years. The investigation indicated that for inactive 
cases the prognoses were “ four-fifths of the way from 
blind chance to perfection ”’, but in assessing the cases of 
questionable significance and of activity the prognoses 
were only two-fifths perfect. On the whole both 
progression rates and death rates were found to indicate 
that the prognoses were of great value in determining 
the type of treatment for each group of cases. The 
results were much better than those which would have 
been expected by chance had the films been blindly 
sorted; in particular, the error in the prognoses of 
inactive cases was found to be small. E. L. Collis 


2610. Tuberculostatic Activity of Aureomycin in vitro 
and in vivo 

W. STEENKEN and E, WoLINsKy. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 59, 221, Feb., 1949. 


After varying periods of incubation aureomycin 
hydrochloride in concentrations of 2-5 to 20 yg. per ml. 
in a number of synthetic media inhibited the growth in 
vitro of the H37 Rv strain of Mycobacterium tuberculosis. 
Given intramuscularly in doses bordering on toxicity 
the drug was ineffective in experimental tuberculous 
infection in guinea-pigs. P. D’ Arcy Hart 


2611. Tuberculous Abscess at the Site of Penicillin 
Injections . 

G. B. Forses and F.G. St. C. STRANGE. Lancet [Lancet] 
1, 478-479, March 19, 1949. 3 refs. 


The authors refer to cases hitherto reported and add 
one of theirown. The patient was an adult male who had 
suffered for 14 years from recurrent recrudescences of 
a staphylococcal osteomyelitis. He was on this occasion 


given a total of 10,500,000 units of penicillin in 42 
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injections into the outer aspect of the left thigh. A month 
later a swelling developed at the site of the injections 
and 3 weeks later pus was aspirated. The pus contained 
acid-fast bacilli, and a pure growth of Mycobacterium 
tuberculosis (human) was obtained on Léwenstein— 


- Jensen medium. The authors consider the tuberculous 


abscess to be a post-primary manifestation but cannot 
exclude with certainty the introduction of tubercle bacilli 
with the penicillin. Geoffrey McComas 


2612. Treatment of Tuberculosis in Childhood with 
Thiosemicarbazone (T.B.I. 698/E). (Uber die Behand- 
lung der kindlichen Tuberkulose mit Thiosemicarbazon 
(T.B.1. 698/E) ) 

H. Ave and H. Saame. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.| 74, 215-217, Feb. 18, 
1949. 


Seven patients suffering from non-pulmonary tuber- 
culosis were treated with thiosemicarbazone (T.B.I. 
698/E): 5 had bone or joint disease with sinuses, and 
2 had laryngeal and intestinal lesions complicating 
pulmonary tuberculosis. The cases were observed for 
several weeks before starting treatment. The drug was 
given orally in pills containing 0-125 g. thiosemicarbazone 
and 0-125 g. “ eleudron ’—half a pill once a day, rising 
to one pill three times a day, according to age and 
tolerance, for a total of 250 days. Toxic phenomena 
were described in a previous paper (Dtsch. med. Wschr., 
1949, 4, 118). The general condition and the local 
lesions began to improve shortly after initiating treatment, 
and continued to do so in a striking manner. Two other 
cases (of sacro-iliac joint disease) failed to respond. 

Bernard Freedman 


2613. Agglutinating Antibodies in the Cerebrospinal 
Fluid in Tuberculous Meningitis. (Recherche des anti- 
corps agglutinants dans le liquide céphalo-rachidien des 
méningites tuberculeuses) 

P. CourMOoNT and G. Déries. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris} 
143, 158-160, Feb., 1949. 2 refs. 


By diluting liquid pure culture of Mycobacterium 
tuberculosis with 30 to 40 drops of cerebrospinal fluid 
from human subjects suffering from tuberculous menin- 
gitis, the presence of specific agglutinins was demonstrated 
in varying titres. The presence of agglutinating anti- 
bodies was also demonstrated in the cerebrospinal fluid 
of human patients treated by repeated intrathecal 
injections of streptomycin. Agglutinins may persist in 
the cerebrospinal fluid of patients treated with strepto- 
mycin for some time, and may disappear later. No 
causal connexion was established between the presence 
or absence of agglutinins on the one hand, and the 
amounts of sodium chloride, sugar, or albumin in the 
cerebrospinal fluid, its leucocyte content, or the agglu- 
tinating titre of the serum on the other. The view is 
expressed that the irritant action of streptomycin may 
play an important, though necessarily a variable, part in 
connexion with the presence or absence of specific 
agglutinins in the cerebrospinal fluid. This aspect of 


the problem requires further investigation. The tech- 
nique of dilutions and the test are described in detail. 
H. P. Fox 


2614. Streptomycin Streptokinase Treatment of Tuber- 
culous Meningitis 

I. A. B. Catuie. Lancet [Lancet] 1, 441-442, March 12, 
1949. 5 refs. 


At necropsy on unsuccessfully treated cases of tuber- 
culous meningitis masses of fibrin were present at the base 
of the brain; in these masses large numbers of strepto- 
mycin-sensitive tubercle bacilli. were enclosed. It 
appeared, therefore, that the drug could not penetrate 
the fibrin, and research was undertaken to find a substance 
capable of facilitating its entry. Streptokinase, a natural 
product of some strains of streptococcus, appears to be 
able to activate profibrinolysin, or plasmiriogen, and 
thus to produce fibrinolysin; it was therefore tried in a 
number of cases. A dose one hundred times that which 
was found experimentally to cause lysis of blood clot in 
one hour was chosen for clinical trial, as it was argued 
that such a quantity was likely to become diluted a 
hundred times by the cerebrospinal fluid when it was 
injected intrathecally into children. 

Nineteen cases of tuberculous meningitis were treated 
with streptomycin and streptokinase and the results at 
the end of 9 to 23 months were compared with those in 
14 cases treated by streptomycin alone. Of the former 
patients 11 recovered, in the sense that there were 
no signs of active disease and the cerebrospinal fluid was 
normal. Of the control series, 3 recovered. In no 
case is permanent cure claimed, since future relapse is 
still possible, but the author regards these early results as 
encouraging. Fuller details of treatment and results are 
to be published later, but it is hoped that in the mean- 
while other workers may decide that streptokinase is 
worthy of trial. John Forbes 


2615. Streptomycin in the Treatment of Tuberculous 
Enteritis, a Report of Thirty-three Cases 

E. F. Mason, W. W. KRIDELBAUGH, W. H. Croucn, and 
M. Warp. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 28-46, Jan., 1949. 10 figs., 
7 refs. 


An interesting analysis of 33 cases of tuberculous 
peritonitis secondary to pulmonary tuberculosis is fully 
described. As the cases were from 15 different hospitals, 
it was difficult to assemble information that could 
easily be handled statistically. Patients were carefully 
selected for the study, and only those with proven pul-. 
monary tuberculosis who had characteristic gastro- 
intestinal symptoms and x-ray evidence of an intestinal 
lesion that could reasonably be considered tuberculous 
were included for treatment with streptomycin. There 
had been no uniformity in dosage, but 1 g. in two doses 
daily had been adopted as standard. Intramuscular 
dosage gave relief in 3 to 7 days, as against 4 to 6 weeks 
with oral treatment. Relief was slight with oral and 


immediate with intramuscular administration. Several 
charts are given showing the immediate effects of strepto-. 
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mycin on temperature and weight. Temperature fell 
and remained normal with but little variation; weight 
almost immediately increased. Where a tuberculous 
appendix was removed, streptomycin seemed to prevent 
the formation of a faecal fistula. Radiological results 
are reported and commented on. There may be a 
complete return to normal after treatment if abnormalities 
are primarily those of local irritation. Ulceration which 
destroys structures may lead to distortion, and possibly 
at a later stage to obstruction. Many of the cases are 
reported in full to bring out special points as regards 
symptoms or x-ray appearances. The authors state 
definitely that, in cases of active pulmonary tuberculosis 
and a complicating tuberculous enteritis, striking 
improvement in all the manifestations of the intestinal 
disease haS resulted from treatment with streptomycin. 
J. M. Anderson 


2616. Streptomycin-dependent Strains of Mycobacterium — 


tuberculosis 

T. F. Lenert and G. L. Hospsy. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 59, 219-220, Feb., 
1949, 


Cultures from 196 mice that had died after intra- 
cerebral infection with the H37 Rv strain of Myco- 
bacterium tuberculosis were made in Dubos liquid 
medium containing streptomycin (500 yg. per ml.). 
Those from 13 animals were positive. From these same 
animals streptomycin-sensitive tubercle bacilli were also 
cultured in ordinary—that is, streptomycin-free—Dubos 
medium. All of the strains isolated in the streptomycin- 
containing medium proved to be streptomycin-dependent ; 
that is to say, they required high concentrations of 
streptomycin for growth, and grew less on low concentra- 
tions of the drug and little or not at all in the strepto- 
mycin-free Dubos medium. Only a few of these 
streptomycin-dependent strains were virulent for mice 
when injected intracerebrally, as compared with the 
original H37 Rv culture. Virulence was not enhanced 
by concurrent administration of streptomycin; on the 
contrary, the virulent (streptomycin-dependent) strains 
proved to be streptomycin-sensitive in vivo. Moreover, 
cultures from the mice dying in these virulence tests 
yielded both streptomycin-resistant and streptomycin- 
dependent, but not streptomycin-sensitive, strains. 
These phenomena [which the abstracter hopes will be 
clarified and further discussed in a fuller publication] are 
regarded as showing the close association between 
streptomycin dependency and streptomycin resistance. 

P. D'Arcy Hart 


2617. Studies on the Streptomycin Resistance of Tubercle 
Bacilli. (Comprobaciones sobre la _ estreptomicino- 
resistencia del bacilo de Koch) 
R. F. VACCAREZZA, A. CETRANGOLO, and R. CUCCHIANI 
Acevepo. Revista de la Asociacién Médica Argentina 
[Rev. Asoc. méd. argent.) 63, 53-58, Feb. 15-28, 1949. 
20 refs. 

Ninety strains of Mycobacterium tuberculosis, isolated 
from patients with different clinical types of pulmonary 
tuberculosis, were tested for streptomycin sensitivity. 


The same technique was adopted in each case. After 
treatment with sulphuric acid, the material (generally 
sputum) was neutralized and seeded on Arena egg medium, 
on which a good growth was usually obtained in 15 days. 
The bacterial growth was now transferred to Youmans 
fluid medium, 1 mg. bacilli to each 5 ml. of medium. 
The medium contained streptomycin in strengths of 
0-1, 0-5, 1, and 100 yg. per ml.; the cultures were 
incubated for 10 to 14 days before results were noted. 
Strains growing in 10 yg. or more were classed as resis- 
tant. The control tests were made on 30 strains derived 
from patients who had not had streptomycin; only one 
of these strains was resistant. The 60 strains tested 
were from patients receiving 1-8 g. of streptomycin per 
day; 41 (68-3%) became resistant. In 4 strains the 
resistance developed before the patient had received 
50 g., in 16 when the patient had received between 50 and 
100 g., and in the remaining 21 after intake of more than 
100 g. In none of these strains was any reversion of 
resistance noted, but in no case has the period of observa- 
tion exceeded 5 months. George Hickie 


2618. Streptomycin in Pulmonary Tuberculosis 
J. H. Lee. Canadian Medical Association Journal 
(Canad. med. Ass. 60, 241-243, March, 1949. 


This is a report on 176 cases of pulmonary tuberculosis 
treated with streptomycin in Mountain Sanatorium, 
Hamilton, Ontario. The patients selected were mostly 
those with early exudative lesions. At first very high 
doses of streptomycin (3 g. daily in divided doses every 
3 hours) were given for 90 to 180 days. It was found, 
however, that similar results could be achieved by using 
1 g. daily, divided into two injections, for at least 60 days. 
Most cases responded to treatment after 2 or 3 months, 
and usually this improvement continued after cessation 
of streptomycin treatment. In 11 cases bacteriological 
investigation revealed resistance to streptomycin, which 
developed in the later stage of treatment. The best 
results were obtained in exudative, scattered, early cases, 
** not heavily pneumonic or grossly excavated ”’. 

J. T. Leyberg 


2619. The Effect of Combined Therapy with Strepto- 
mycin, para-Aminosalicylic Acid and Promin on the 
Emergence of Streptomycin-resistant Strains of Tubercle 
Bacilli: A Preliminary Report 

A. G. KARLSON, K. H. Pruetze, D. T. Carr, W. H. 
FELDMAN, and H. C. HinsHaw. Proceedings of the Staff. 
Meetings of the Mayo Clinic [Proc. Mayo Clin.) 1A, 
85-88, Feb. 16, 1949. 11 refs. 


The existence of strains of streptomycin-resistant 
tubercle bacilli after treatment with this substance has 
been recognized since 1946, and it has been further shown 
that bacilli resistant in culture are resistant in experi- 
mental tuberculosis in guinea-pigs and mice. The 
percentage of patients in whom these streptomycin- 
resistant strains occur during treatment has varied in 
different published series of cases. The authors estimate 
from the records that in 50 to 70% of patients who 
continue to discharge tubercle bacilli after 120 days of 
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treatment resistant strains are present. Middlebrook and 
Yegian showed that, in vitro, the development of 
resistance of the human strain of tubercle bacillus to 
streptomycin may be retarded if diamino-diphenyl- 
sulphone is added to the medium. This work appears 
to have been the starting point of attempts to use other 
chemotherapeutic reagents in conjunction with strepto- 
mycin, and the present article records the preliminary 
results of treatment along these lines. 

The dose of streptomycin used was 0-5 g. once or 
twice daily intramuscularly, combined with para- 
aminosalicylic acid given orally in maximal tolerated 
doses (5 to 10 g. daily divided into 3 or 4 doses) and 
promanide administered intravenously in a dose of 5 g. 
daily for the first 14 days of each 21-day period. There 
was no evidence that the combination of two or three 
drugs in this way increased the toxicity of any one of 
them. 

Cultures of tubercle bacilli isolated from the patients 
showed that at the end of 3 months only one patient was 
harbouring a resistant strain; in the sixth month this 
number had increased to four. Preliminary results 
suggested that the combination of streptomycin and 
p-aminosalicylic acid gave better results without pro- 
manide, but a cautionary note is added that differences 
may depend on the selection of cases. The present 
series consisted of 14 patients, 13 with fairly advanced or 
far advanced pulmonary tuberculosis, 2 of whom had 
complications (laryngitis and a discharging gluteal sinus), 
and one with miliary tuberculosis. ‘ 

S. Roodhouse Gloyne 


2620. Comparison of Combined Therapy with Strepto- 
mycin and “ Sulfon ’’ or p-Aminosalicylic Acid in Experi- 
mental Tuberculosis. (Vergleich der Kombinations- 
therapie von Streptomycin mit Sulfon oder p-Amino- 
salicylsdure (PAS) bei der experimentellen Tuberkulose) 
S. MOogSCHLIN and W. SCHREINER. Schweizerische 
Medizinische Wochenschrift (Schweiz. med. Wschr.] 
79, 117-118, Feb. 12, 1949. 1 fig., 23 refs. 


The therapeutic efficiency of streptomycin, a new sul- 
phone compound “ sulfon-N-acetate ’’, “* promin”’, and 
p-aminosalicylic acid (PAS), as well as the combination 
of streptomycin with PAS and with sulfon-N-acetate, 
was studied in experimental tuberculosis of the guinea- 
pig. Guinea-pigs (160) were infected subcutaneously 
with 0-25 mg. of the standard strain H37 Rv. Treat- 
ment of groups of 20 animals started 30 days after 
infection. The experiment was terminated on the 106th 
day after infection, when all surviving animals were killed 
and the organs examined histologically. 

Apart from PAS, which was given by mouth mixed 
with food, the other drugs were administered in two 
daily injections, at 9 a.m. and 6 p.m. Dosage was: 
streptomycin 28 mg. per kg. per day, promin 0-54 g. per 
kg., sulfon-N-acetate 0-2 g. per kg., PAS 1-5 g. per animal 
(this dose had to be reduced to 0-75 g. after a month 
because the larger dose was badly tolerated). The 
animals on combined treatment received the same 
doses. Results are expressed by an exponent, calculated 
from the severity and extent of disease in lymph nodes, 


lungs, spleen, and liver. Streptomycin alone proved 
about twice as effective as the other drugs alone. The 
combination of streptomycin with PAS or sulfon-N- 
acetate, however, was nearly twice as effective as strepto- 
mycin alone. The sulfon and PAS were given in equi- 
molar amounts to animals receiving combined treatment. 
The latter was found slightly more toxic. The hope is 
expressed that combined treatment of human subjects 
might prove more effective than treatment with any of 
the drugs alone. E. Nassau 


2621. First Clinical Results with p-Aminosalicylic Acid 
in Pulmonary Tuberculosis. (Primi risultati clinici del- 
l’'acido para-amino-salicilico nella tubercolosi polmonare) 
G. Comi and E. GENAZZANI. .Rivista di Clinica Medica 
[Riv. Clin. med.] 48, 335-352, Sept. 30, 1948. 16 refs. 


This is the first report from Italy of results obtained 
from treatment with p-aminosalicylic acid ; the findings 
are in general agreement with those of Swedish and British 
workers. Owing to scarcity of the drug the dosage used, 
varying from 84 to 240 g. over a period of 3 or 4 weeks, 
was much smaller than is now considered optimal [14 to - 
20 g. daily for 2 to 6 months]. The period of observation 
was short and there were no controls. Nine cases of 
pulmonary tuberculosis were treated—2 recent 
exudative disease, 6 with progressive caseous and 
cavernous tuberculosis, and 1 with predominantly 
fibrotic tuberculosis. In the rather low doses used the 
drug was well tolerated. Greater improvement was 
noted as regards general condition, fever, weight, 
haemoglobin value, and erythrocyte sedimentation rate 
than would be expected after rest in bed. Radiologically 
there was some amelioration in the exudative cases, and it 
was felt that the downward course in progressively 
deteriorating cases was hindered or even halted. In the 
single case of fibroid tuberculosis there was no radio- 
logical change. In all 9 there was a reduction in the 
quantity of sputum and in its bacillary content. 

E. G. Sita-Lumsden 


2622. Clinical and Laboratory Observations on 100 
Patients with Pulmonary Tuberculosis Treated with 
Large Doses of Vitamin D,. (Osservazioni cliniche 
e di laboratorio su 100 malati di TBC polmonare 
trattati con vitamina D, urto) : 

V. Baroni and A. Starra. Giornale Italiano della 
Tubercolosi [G. ital. Tuberc.] 2, 367-370, Nov.—Dec., 
1948. 1 fig., 14 refs. 


In a preliminary review of the literature the,authors 
point out the empirical nature of treatment with calciferol 
in pulmonary tuberculosis and the lack of agreement on 
its mode of action and on the results obtainable. They 
consider that massive doses of calciferol are less toxic 
by intramuscular injection than by mouth, and gave 
600,000 units by injection on alternate days for 4 weeks 
and then at increasing intervals until a total of 20,000,000 
units had been administered in 14 weeks. 

They report on 100 cases of pulmonary tuberculosis 
of all types so treated. The general condition (judged 
by sense of well-being, weight, blood picture, and 
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erythrocyte sedimentation rate) improved in 70, while in 
about half of the cases the degree of toxaemia decreased 
considerably. However, physical signs improved in 
only a few patients and in no case was there any radio- 
. logical improvement which could be attributed to the use 
of calciferol. Although the calcium level in blood rose 
in some cases as high as 14 mg. per 100 ml., intolerance 
to calciferol did not occur. There is no mention of 
vitamin D, causing a flare-up in the pulmonary condition. 
{In Great Britain the use of calciferol in patients with 
lupus accompanied by pulmonary tuberculosis is con- 
sidered inadvisable for fear of aggravating the pulmonary 
lesion.] 

The authors consider that the use of calciferol is justi- 
fied in primary tuberculosis of the lung and suggest a 
dosage of 600,000 units every 8 to 10 days for 3 or 4 
months. E. G. Sita-Lumsden 


2623. Cavity Closure Following the Discontinuation of 
Ineffective Pneumothorax 

W. J. Hapees. Diseases of the Chest [Dis. Chest] 15, 
97-102, Jan., 1949. 1 fig., 1 ref. 


The author reports 11 cases of pulmonary tuberculosis 
with cavitation in the upper lobe of 2-5 cm. diameter or 
more, in which the cavity closed after an ineffective 
artificial pneumothorax, abandoned after a period of 
3 to 11 weeks. A phrenic crush was performed in 10 
cases and pneumoperitoneum was induced in 5 cases. 
The time from phrenic crush to cavity closure varied 
from 3 to 10 months. - 

[It is not easy to understand why the author feels that 
the pneumothorax treatment had any effect on the 
closure of the cavities. There is no mention of tomo- 
graphy to prove cavity closure. Four patients have not 
been traced since leaving the sanatorium, 3 are still 
undergoing treatment in sanatorium, and in 3 cases the 
disease is reported as “arrested” or “ apparently 
arrested ”’ for periods varying from 13 to 4 months since 
discharge from sanatorium.] J. L. Livingstone 


2624. Pneumoperitoneum and Phreniclasia in the Treat- 
ment of Pulmonary Tuberculosis. Therapeutic Observa- 
tions in 550 White and Negro Cases 

R. E. Moyer. Diseases of the Chest [Dis. Chest] 15, 
43-59, Jan., 1949. 2 figs. 


The patients described were men discharged from the 
United States Navy or Army and admitted to the 
Veterans’ Hospital, Oteen, North Carolina. The 
majority had advanced bilateral pulmonary tuberculosis; 
in 1943, when treatment by pneumoperitoneum and 
phrenic paralysis was begun, advanced cases were 
selected. As results were so favourable the treatment 
was later instituted in cases of less advanced disease. 

The author considers that the rise in the diaphragm, 
besides causing relaxation of the lung, allows the bronchi 
to become shorter with increased lumen, thus facilitating 
drainage of cavities. He aims at raising the diaphragm 
to the level of the third rib anteriorly. Indications for 
the method are: (1) advanced bilateral disease; (2) 
acute exudative disease, particularly in negroes; (3) 


replacement or reinforcement of unsatisfactory pneumo- 
thorax treatment; (4) mid-zone cavities; (5) haemo- 
ptysis or intractable cough. Complications were 
minimal, 2 patients developing peritoneal effusions 
sufficient to suspend treatment, and another cervical 
surgical emphysema, which disappeared when smaller 
refills were given. 

In 134 far advanced cases in white patients treated for 
over 6 months, sputum, tested by concentration and 
culture or guinea-pig inoculation, became negative in 
106 (79%). Cavities closed in 80 out of 111 cases (72°). 
In 18 cases of moderately advanced disease the results 
were even better. Of 76 cases of far advanced disease 
in negro patients sputum became negative in 56 (73%), 
with cavity closure in 37 (67%). Treatment was aban- 
doned in $0 cases owing to progress of the disease; 42 
patients were made fit enough for surgical treatment and 
45 died, 410 being still under treatment. 

[This is an important paper and the author ‘rightly 
stresses the value of pneumoperitoneum and phrenic 
paresis as an important form of tredtment with minor 
complications in bilateral disease. It would be interest- 
ing to know the results of a 5-year follow-up of this 
group of patients.] J. L. Livingstone 


2625. The Effect of Nontuberculous Pulmonary Inflam- 

mation on Pulmonary Tuberculosis 

O. S. Baum and L. F. Baum. American Review of 

— [Amer. Rev. Tuberc.] 59, 68-75, Jan., 1949. 
reis. 


This paper deals with patients with coexisting tuber- 
culosis and pneumonia discharged from hospital between 
July, 1941, and June, 1947. The incidence of activation 
was as follows: 


Necrotizing 
of Pneumonia Pneumonia 
Activation 

No. of Cases| % | No. of Cases| % 
Definite .. 16 13 21 55 
Doubtful .. 9 8 4 1l 
None 91 78 11 29 
Undetermined 1 1 2 5 
Total ae 117 100 38 100 


Organisms responsible for destruction of lung tissue 
were most likely to cause re-activation of a tuberculous 
lesion—for example, “‘ definite’ in 4 out of 8 strepto- 
coccal or staphylococcal infections—and_ especially 
when the sites of the lesions coincided. The question 
of site was important: in 27 cases pneumonia affected a 
tuberculous lobe and caused activation, compared with 
8 cases in which this occurred though the lesion was 
situated elsewhere. The greatest incidence of activation 
was in fibro-caseous disease. 

[It would appear from the results that there was less. 


chance of activation of a tuberculous lesion if treatment - 


with sulphonamides or penicillin had been omitted, 
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but not enough data are given about the type of case 
selected for therapy and the time at which treatment was 
begun.] J. V. Hurford 


2626. A Case of Congenital Tuberculosis 
J. W. JoRDAN and H. Spencer. British Medical Journal 
[Brit. med. J.] 1, 217-219, Feb. 5, 1949. 1 fig., 5 refs. 


The difficulty of proving the congenital origin of a 
case of tuberculosis is made greater because important 
evidence is often lost through destruction of the placenta. 
Three facts are needed to establish a congenital origin: 
proof of tuberculous infection in the mother and in the 
child, and exclusion of the possibility of infection of the 


child after birth. In this case the mother was found to | 


have pulmonary tuberculosis in the third month of preg- 
nancy, and was treated for it; labour was spontaneous, 
but accompanied by post-partum haemorrhage. She 
died 3 weeks later. The child was immediately isolated, 
and appeared at first to be a healthy boy weighing nearly 
9 Ib. (4-1 kg.), but on the twenty-second day he started 
taking his feeds poorly, was lethargic, and became 
febrile; the spleen and liver were found to be enlarged 
and he was anaemic, but the Wassermann reaction was 
negative. Diarrhoea developed and he died 30 days after 
birth. Post-mortem examination of the mother revealed 
chronic bilateral pulmonary tuberculosis with cavities, 
miliary tubercles in spleen, kidneys, and liver, and 
tuberculous salpingitis. The infant had a mass of 
tuberculous lymph nodes, mainly in the abdomen and 
around the liver and spleen, which must have been present 
for at least a month. None of the staff who came in 
contact with the child had tuberculosis. Thus the three 
requiements were fulfilled; infection is more likely to 
have been conveyed through the umbilical vein than by 
ingestion of amniotic fluid. T. E. C. Early 


See also Sections Pathology, Abstract 2288; Micro- 
biology, Abstract 2330; and Disorders of the Blood, 
Abstract 2446. 
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2627. Cure of Chronic Vivax Malaria with Pentaquine 
L. T. CoGGESHALL and F. A. Rice. Journal of the 
American Medical Association {J. Amer. med. Ass.} 139, 
437-439, Feb. 12, 1949. 2 refs. 


“ Pentaquine ” (8-[5-isopropylaminoamylamino]-6- 
methoxyquinoline) is closely related to pamaquin 
naphthoate (“‘ plasmochin’’), and was first shown to have 
highly antimalarial curative properties by Alving and his 
co-workers (J. clin. Invest., 1948, 27, Suppl., 2); it was 
originally reported upon in 1946 and was first synthesized 
by Drake. 

_ The initial experiments were carried out in non-immune 
white volunteers among inmates of Stateville Peni- 
tentiary who were heavily infected with a strain of South 
Pacific malaria. One curious feature was the need for 
the simultaneous administration of quinine. It was 
found that 2 g. of quinine given daily concurrently with 
60 mg. of pentaquine for 14 days was enough to cure a 
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high percentage of cases, but this dosage of pentaquine 
was attended by such severe toxic reactions as to necessi- 
tate admitting the patients to hospital. The present 
study, which concerns the treatment of ex-Service men, 
was begun in July, 1946; only those from whom blood 
smears were positive during a relapse were treated by 
pentaquine. Up to date 185 cases have been treated, 
and in 163 of these the relapses terminated. Pentaquine 
30 mg., one tablet thrice daily, and quinine sulphate 
2 g., two tablets thrice daily, were given simultaneously 
for 14 days. The amount of quinine was later reduced 
to 1 g. daily, and the smaller dose appeared just as 
efficacious. Of the patients treated, 170 were followed 
up for 6 months or longer and 15 for 4 months. The 
time of occurrence of the initial attacks varied from 1942 
(6 cases) to 1948 (1 case), the majority (56) taking place 
in 1945. There were relapses, with parasites in the blood, 
in 10 patients, and 10 more had rigors but without 
positive blood smears. Treatment was ambulatory and 
did not require interruption of normal activities, while 
toxic reactions were not alarming and appeared to be 
those commonly associated with the use of quinine. 
Haemolytic crises were not seen in patients having less 
than 60 mg. of pentaquine daily. 

The ex-Sefvice men treated probably had a much 
higher natural immunity than the non-immune volunteers 
among the prisoners at Stateville Penitentiary. Gain in 
weight and disappearance of persistent headache were 
striking. C. F. Shelton 


2628. Exoerythrocytic Stages of Plasmodium cynomolgi 
in the Macaca mulatta 

F. CouLtston. Proceedings of the Society for Experi- 
mental Biology and Medicine {Proc. Soc. exp. Biol., N.Y.) 
70, 360-364, Feb., 1949. 1 fig., 16 refs. 


From the works of Shortt and Hawking and their 

co-workers it was concluded that the pre-erythrocytic 
stages of Plasmodium cynomolgi developed in the hepatic 
cells of the monkey exclusively, though Hawking et al. 
found a pre-erythrocytic stage in the brain of a monkey, 
while Huff and Coulston saw some of these forms 
in situations other than hepatic cells of a macaque 
into the liver of which sporozoites of P. vivax had been 
inoculated. 
’ In the present paper the author deals with the localiza- 
tion of exoerythrocytic stages of P. cynomolgi in Macaca 
mulatta inoculated with sporozoites from Anopheles 
quadrimaculatus which had previously been fed upon 
infected monkeys. In some cases infected mosquito 
salivary glands were introduced directly into the liver; 
in others ground-up mosquito thoraces or salivary glands 
were injected intravenously. The monkey tissues were 
subsequently fixed, sectioned, and stained. Pre-erythro- 
cytic stages of P. cynomolgi were found in the Kupffer 
cells, hepatic cells, and mononuclear phagocytes of the 
liver, as well as in large mononuclear cells of the spleen 
which were probably reticular in nature. In one 
experiment cryptozoic schizogony was observed between 
the 40th and 48th hours after inoculation. 

The author discusses the relationships of various 
Haemosporidia on the basis of their exoerythrocytic 
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development, and concludes that the pre-erythrocytic 
stages of P. cynomolgi show closer resemblance to those 
of P. gallinaceum than to those of Hepatocystes [Plas- 
modium| kochi. There is a similarity between the 
exoerythrocytic development of the fowl and monkey 
Plasmodium and Haemoproteus on the one hand, and 
between Hepatocystes and Leucocytozoon on the other. 
However, the hepatic cells are not invaded by avian 
Plasmodium and Haemoproteus, but are invaded in the 
case of simian Plasmodium, Hepatocystes, and Leuco- 
cytozoon. C. A. Hoare 


2629. -y-Dichroine, the Antimalarial Alkaloid of Ch‘ang 
Shan 

F. G. HENDERSON, C. L. Rose, P. N. Harris, and K. K. 
CHEN. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.],95, 191-200, Feb., 1949. 
5 figs., 27 refs. 


Ch‘ang Shan is a Chinese medicinal herb known to 
have an antimalarial action. The main alkaloid seems to 
be y-dichroine. It is a white crystalline material with a 
melting-point of 160°C. In ducks infected with Plas- 
modium lophurae it is 150 times as active as quinine in 
controlling the malaria parasites; in canaries infected 
with P. relictum it is 140 times as active. In monkeys 
infected with P. cynomolgi, an oral dose of 1-6 mg. per 
kg. body weight clears all visible parasites from the blood. 
In mice the median lethal dose (LD 50) is 2-7 mg. per 
kg. orally and 10 mg. per kg. intravenously. Repeated 
doses may cause hydropic degeneration of the liver in 
mice, and the drug causes vomiting in pigeons. In 
other animals it has little action on the blood pressure or 
respiration, but it stimulates duodenal peristalsis; it 
causes hyperglycaemia and also diarrhoea when given 
intravenously. It has some antipyretic action. 

The authors conclude that dichroine has a powerful 
antimalarial action, but that it will not replace the present 
antimalarial drugs because it is too toxic and too 
expensive to produce. F. Hawking 


2630. Clinical Trials of Cam-aqi in Malaria 

R. N. CHAuDHuURI and N. K. CHAKRAVARTY. Indian 
Journal of Malariology {Indian J. Malariol.| 2, 115-127, 
Sept., 1948. 6 figs., 3 refs. 


“ Cam-aqi,”” or camaquin, which has the formula 
4-(3’-diethylaminomethy] - 4’ - hydroxyaniline) - 7 -chloro- 
quinoline dihydrochloride dihydrate, has proved to be 
much more active in avian malaria than mepacrine. The 
authors have studied the effect of the drug in 55 cases of 
human malaria—23 falciparum, 23 vivax, 6 mixed falci- 
parum and vivax, and 3 malariae infections. Two 
schemes of treatment weré tried: (A) 0-1 g. twice daily 
for 3 days, and (B) a single dose of 0-5 g. The results 
are given in detail. Of the 55 patients, 85% had a normal 
temperature by the second day of treatment, and 98% 
by the third day. In 83% the blood films were negative 
for asexual parasites by the second day, and in 100% by 
the third. The average duration of fever was 30 hours 
with treatment A and 22 hours with B. Little difference 
was noted in the response to the drug of vivax, falci- 


parum, and malariae infections, and gametocytes were 
little affected. Among 26 cases observed for from 1 to 8 
months there were 8 parasitic relapses and 1 clinical 
relapse, a higher rate being found with A than with B; 
reinfection, however, could not be excluded. Toxic 
symptoms were not encountered. It is concluded that 
cam-aqi is at least as powerful as “ chloroquine”, and 
that the single-dose treatment may be suitable for mass 
therapy in the field. J. L. Markson 


2631. The Treatment of Amoebiasis with “ Diodoquin ” 
A. G. Rickarpbs. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 52, 33-38, Feb., 1949. 
14 refs. 


In 127 cases of amoebiasis “ diodoquin” in an 
average dosage of 28-8 gr. (1-85 g.) daily was given for 
periods varying from 8 to 35 days. The criteria of cure 
were: remission of symptoms, when present, and at least 
six negative results of stool examination over a minimum 
period of 3 months after the cessation of therapy. The 
cases are grouped according to the presence or absence 
of symptoms and visible bowel lesions on sigmoidoscopy. 
Of 121 non-dysenteric cases, 90 were cured, 16 not 
affected, and 15 provided insufficient data for classifica- 
tion. Of the 6 dysenteric patients—that is, those with 
symptoms and visible bowel lesions—4 relapsed and 
1 was cured, the remaining case providing insufficient 
data. Thus, at least 20 of the 127 patients relapsed. 
The highest relapse rate occurred after an 8-day course 
of treatment, the rate decreasing with more prolonged 
treatment. Symptomatic relief and negative stools were 
obtained in most patients within a few days of starting 
treatment with the drug. Pruritus ani, furunculosis, 
gastro-intestinal disturbance, headache, and depression 
were the only toxic complications, 16 patients being 
affected by one or other of these. Less than 20 days’ 
treatment with diodoquin is considered by the author to 
be inadequate. : 

It is concluded that the main advantages of the drug 
lie in its low toxicity and its usefulness in the treatment of 
ambulant patients. In primary amoebic dysentery, 
however, it should be used only as a supplement to other 
anti-amoebic drugs. J. L. Markson 


2632. The Treatment of Hepatic Amebiasis with Chloro- 
quine 

N. J. CONAN. American Journal of Medicine [Amer. J. 
Med.} 6, 309-320, March, 1949. 7 figs., 15 refs. 


Originally intended as an antimalarial drug, “* chloro- 
quine”’ [7-chloro - 4 - (4-diethylamino- 1 -methylbutyl- 
amino)quinoline] has been successfully used to treat 
22 patients with hepatic amoebiasis. The drug was 
administered orally, 0-6 g. of the base being given on each 
of the first 2 days and thereafter 0-3 g. daily for 2 or 3 
weeks. 

Full details of 7 cases personally observed by the 
author are reported together with another case in which 
there was a discharging sinus from an amoebic liver 
abscess. The results of treatment with chloroquine are 
most spectacular following, as they do, unsuccessful 
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courses of treatment by orthodox drugs. The relative 
toxicity of emetine and the safety of chloroquine may 
make the latter drug preferable for the treatment of 
hepatic amoebiasis. It is urged that in all cases 
of amoebiasis, whether they present with symptoms of 
hepatic or of colonic involvement, a combination of 
chloroquine with an intestinal anti-amoebic drug, such as 
diodoquin should be employed. 
Geoffrey McComas 


2633. Experimental Toxoplasmosis 

F. H. ADAms, M. Cooney, J. M. ADAMs, and P. KABLER. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 70, 258-260, Feb., 
1949. 10 refs. 


The authors record various observations on experi- 
mental toxoplasmosis, using a strain of Toxoplasma 
isolated from a fatal human case and maintained by 
passages through mice. In one series of experiments 
tests were made to determine the effect upon the disease 
of sulphonamides and antibiotics. Since 10-day-old 
chick embryos infected with toxoplasms die regularly in 
5 to 7 days after inoculation, the effectiveness of the drug 
was determined by comparing the survival time of control 
embryos with that of treated embryos. In the tests 
0:2 mi. of solutions of drugs was injected into the 
egg 24 hours after inoculation of the parasites. It was 
found that sulphadiazine, sulphapyridine, sulphamer- 
azine, sulphathiazole, and the last two combined, in 
doses below 5 mg., afforded little or no protection against 
the toxoplasms, while doses above 20 mg. we1e too toxic 
to the embryo. Penicillin, streptomycin, aureomycin, 
and acetarsone had no inhibitory effect at all upon the 
disease. 

In another series of experiments, evidence was produced 
of congenital toxoplasmosis in guinea-pigs. Gravid 
guinea-pigs were infected with toxoplasms, and parasites 
were subsequently recovered from some of their offspring, 
in both those delivered spontaneously and those delivered 
by Caesarean section. 

The presence of toxoplasms in the urine was demon- 
strated in infected rabbits and guinea-pigs by intra- 
peritoneal inoculation of the urine into mice, which 
developed an infection with numerous parasites. Similar 
experiments with mice produced negative results. 
Attempts to infect mice by oral administration of 
aqueous suspensions of toxoplasms and by allowing 
them to devour infected litter mates failed. Finally, 
emulsified portions of the brain, liver, and spleen removed 
aseptically from rabbits which had been used for 
the neutralization test were inoculated intraperitoneally 
into mice, but failed to produce toxoplasmosis in the 
animals. 

The authors regard the chick-embryo method of testing 
drugs as superior to tests with animals. They also 
recommend biological tests in preference to microscopical 
examination of tissue for the detection of parasites. 
From the negative results of oral administration of 
Parasites they conclude that transmission of toxoplas- 
mosis does not take place through the alimentary tract. 

C. A. Hoare 
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2634. Treatment of Surra with para-Arsenosophenyl- 
butyric Acid 

D. L. Mace, R. L. Ott, and F. S. Cortez. Bulletin of 
the U.S. Army Medical Department [Bull. U.S. Army 
med. Dept.] 9, 387-391, May, 1949. 4 refs. 
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2635. Urinary Schistosomiasis. The Best Time to 
Obtain Specimens. The Effect of Specific Therapy on 
Egg Output 

I. BENNIE. South African Medical Journal [S. Afr. med. 
J.] 23, 97-100, Feb. 5, 1949. 1 fig., 8 refs. 


A study was made of the output of ova of Schisto- 
soma haematobium by an active male African suffering 
from urinary schistosomiasis. Early-morning and after- 
noon urine samples were collected and examined over a 
period of 23 days. The patient was asked to express the 
last portion of urine by muscular contraction. The ova 
were collected by decantation and centrifugalization of 
the urine, and counts were made by a sampling technique 
from a constant volume of sediment suspension. A 
hatching test on an equivalent volume of urine sediment 
gave comparable results. On most days the patient was 
working at tasks calling for varying degrees of physical 
effort. The early-morning counts, before work, were 
low compared with those for the afternoon, the average 
for the 23 days being 11 in the morning and 446 in the 
afternoon, and it was concluded that physical exertion 
accounted for this greater output. On occasions when 
little or no work was done the egg output was corre- 
spondingly lower in the afternoon. It is suggested that 
the clinical practice of examining the terminal early- 
morning urine should be reviewed, and that some form 
of physical exercise should precede micturition for 
diagnostic examination. Diagnosis may be missed if the 
customary morning samples only are examined. 

Investigation of the urine was later continued during 
and after a course of treatment with ‘“ miracil D”’, 
when the patient received six daily doses averaging 
20-3 mg. per kg. of body weight. From the second day 
of treatment the difference between morning and after- 
noon egg counts was reduced by a rise in the morning 
and a fall in the afternoon output. The number of eggs 
in both specimens diminished rapidly, and 9 days after 
the end of treatment only dead and blackened eggs were 
obtained. O. D. Standen 


2636. Urinary Schistosomiasis Treated with Miracil D 

D. M. Btiair, F. G. LovertpGe, C. V. MEESER, and W. F. 
Ross. Lancet [Lancet] 1, 344-346, Feb. 26, 1949. 
8 refs. 


The patients were African (Salisbury, Southern 
Rhodesia) school-children weighing 27 to 70 kg.; 102 
had Schistosoma haematobium infections and 15 had 
S. mansoni eggs in their stools; 13 of the latter also had a 
concurrent urinary infection with S. haematobium. 
““Miracil D” (1-methyl-4-8-diethylaminoethylamino- 
thio-xanthone) was given orally in tablet form, each 
tablet containing 200 mg. of the drug. Treatment was 
given twice a day for 3 to 6 days, the majority of cases 
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being treated for 5 days. The dose varied from 10 to 
25 mg. per kg.; the total dosage in those receiving 
adequate treatment was 60 to 125 mg. per kg. Some 
(20 patients) received less than 60 mg. per kg.; this dose 
was considered inadequate and was associated with a 


greater proportion of failures (50%). Out of 53 patients _ 


with S. haematobium infections, who received treatment 
for 5 days with a total dose of 75 to 125 mg. per kg., 
42 were cured (80%), in 4 the treatment failed, and the 
remaining 7 passed only dead eggs in the urine—that is, 
eggs which could not be hatched to show active miracidia. 
The criterion of cure was the complete absence of eggs 
or miracidia from the urine. Out of 29 patients who 
received 60 mg. per kg. over 3 to 6 days, 22 were cured 
(76%); in 4 treatment failed, and 3 passed only dead 
eggs. The optimum daily dose was 15°mg. per kg. and 
only minor symptoms, such as loss of appetite, headache, 
and dizziness, were observed in about half the cases. A 
follow-up study of clinical signs of the infection was made 
for 12 weeks after the cessation of treatment. The results 
with S. mansoni infections were much less satisfactory. 
Out of 15 patients only 3 were cured of the S. mansoni 
infection, although all of 13 of these patients were cured 
of a concurrent S. haematobium infection. 

[These results are very promising and are much more 
Satisfactory than those earlier reported for this drug, 
when too small a dose was employed. It is shown that 
at least in African school-children infection with S. 
haematobium can readily be controlled with miracil in a 
total dosage of 75 to 125 mg. per kg. given over 5 days. 
Contrary to the reports of other workers, S. mansoni 
infection was much more resistant to miracil treatment. 
It remains to be seen whether similar good results are 
obtained with adults and in larger clinical trials.] 

R. Wien , 


2637. The Antifilarial Action of Cyanine Dyes. I. The 
Antifilarial Activity of a Series of Cyanine Dyes against 
Litomosoides carinii, in vitro and in the Cotton Rat 

L. Peters, E. BugepinG, A. D. VALK, A. HIGASHI, and 


A. D. Wetcu. Journal of Pharmacology and Experi-~ 


mental Therapeutics [J. Pharmacol.| 95, 212-239, Feb., 
1949. 18 refs. 


During “ screening” tests on cotton-rats naturally 
infested with the filarial worm Litomosoides carinii it was 
found that a cyanine dye, (l-amyl-2 : 5-dimethyl-3- 
pyrrole) (1 : 6-dimethyl-2-quinoline) dimethincyanine 
chloride, known as No. 348, possessed marked activity. 
Intraperitoneal injections of 0-1 mg. per kg. 8-hourly 
for 18 doses always cured (that is, killed the adult 
worms), while doses of 1:25 mg. given in a similar way 
were tolerated. It had no direct action against the 
microfilariae in vivo. In vitro [apparently at room 
temperature] concentrations of 1 in 1,000,000 rendered 
50% of the microfilariae immobile in 7 hours. The 
compound causes marked diminution in oxygen con- 
sumption by the adult worms, with a compensatory 
increase in glycolysis, but the metabolism of microfilariae 
is apparently not affected. 

Many other cyanine dyes were studied in vitro and in 
vivo to determine the relation between chemical structure 


and activity [for details the original paper should be 
consulted]. Clinical trials have been carried out with 
one of these compounds (No. 863) on patients infected 
with Wuchereria bancrofti, but the initial results have been 
discouraging. F. Hawking 


2638. Treatment of Filariasis Bancrofti with Hetrazan, 
Follow-up Observations Fifteen Months After Treatment 
J.. OLIVER-GONZALEZ, D. SANTIAGO-STEVENSON, and 
J. F. MALonapo. Journal of the American Medical 
Association [J. Amer. med. Ass.| 139, 308-309, Jan. 29, 
1949. 1 ref. 


Twenty-six patients with circulating microfilariae of 
Wuchereria bancrofti treated with “hetrazan”’ 
diethylcarbamyl-4-methylpiperazine hydrochloride), pre- 
viously reported (J. Amer. med. Ass., 1947, 135, 708), 
had nocturnal blood examinations for microfilariae 
monthly for 15 months following treatment. Of the 
23 patients present at the final examination, in 13 the 
results were negative and in 10 the counts had been 
consistently low since the end of the course. Complete 
clearance of circulating parasites was associated with 
higher doses. Those with low counts showed no 
tendency to relapse during the period of observation, 
and these patients were considered to have had in- 
sufficient drug to eradicate the infection. At the end of 
the period a physical examination, with emphasis on the 
lymphatic system, was carried” out. In. one patient 
who, 7 months after treatment, had pain and a tender 
nodular swelling in the femoral region, which disappeared 
in a week, and in 4 who had nodular swellings early in 
treatment, no abnormalities were discovered. The 
authors conclude that their findings indicate that in 
adequate dosage hetrazan clears the blood stream of 
microfilariae for 15 months. No clinical evidence of 
residual lymphatic damage attributable to the filaricidal 
action of the drug could be found. J. A. Lock 


2639. Intra-medullary Cyst of the Spinal Cord due to 
the Cestode Multiceps multiceps in the Coenurus Stage. 
Report of a Case 

J..W. LANDELLS. Journal of Clinical Pathology [J. clin. 
Path.) 2, 61-63, Feb., 1949. 4 figs., 7 refs. 


Infestation of the human spinal cord with the coenurus 
stage of Multiceps multiceps—the gid-worm of sheep—is 
describ2d for the first time. In 3 previous reports of 
involvement of the human central nervous system 
intracerebral coenuri were described. In the present 
case the cyst was removed by laminectomy; it consisted 
of a chain of vesicles of up to 0-6 cm. diameter which 
contained multiple scolices. The species was identified 
by measurement of the hooklets. The patient had been 
admitted to hospital with spastic paraplegia. Ten 
months after removal of the cyst there were slight sensory 
recovery but no motor recovery, and increasing frequency 
of flexor spasms. 

The cyst separated cleanly from the spinal cord and 
no portion of the latter was therefore included in the 
histological examination. The histological picture of 


host reaction is described from material of cerebral ° 


infection in man and sheep. O. D. Standen 
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.OTHER INFECTIOUS DISEASES 


2640. Erythema Multiforme Exudativum: Stevens- 
Johnson Syndrome. Cardiovascular and Central Nervous 
System Involvement 

G. C. Fanney. Journal of Pediatrics [J. Pediat.] 34, 
195-203, Feb., 1949. Bibliography. 


The author describes 5 cases of this condition. In 2 
of the 4 cases in which the cerebrospinal fluid was 
examined there was a slight pleocytosis; in one there were 
15 to 18 lymphocytes per c.mm. on several occasions, 
and in the other 20 lymphocytes per c.mm.; in neither 
case was there any other abnormality in the fluid. In 
2 patients electrocardiograms were abnormal, but it 
was felt that the abnormalities might be non-specific. 
In a third case aneurysms of the coronary arteries were 
revealed at necropsy. R. S. Illingworth 


2641. Studies in the Relation of the Hemolytic Strepto- 
coccus to Rheumatic Fever Infection, and Others. V. 
Streptococcal Anti-hyaluronidase (Mucin-clot-prevention) 


“Titers in the Sera of Patients with Rheumatic Fever, 


Streptococcal 

T. N. Harris and S. Harris. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 217, 174-186, Feb., 
1949. 2 figs., 17 refs. 


The authors have studied the level of antibodies to 
hyaluronidase in normal subjects and in patients suffer- 
ing from scarlet or rheumatic fever. By means of the 
mucin-clot-prevention test they have shown that the titre 
of such antibodies rises above the normal level in these 
two diseases, but that the rise is more pronounced in 
rheumatic fever. The significance of this finding is 
discussed. D. P. Nicholson 


2642. Studies on Rheumatic Fever. Observations on 
Tonsillar Carriers of Hemolytic Streptococci; the Effect 
of Tonsillectomy and the Administration of Penicillin on 
Rheumatic and Nonrheumatic Fever Patients 

H. G. Ne son, J. R. SEAL, J. B. BLAck, R. L. BAILEY, 
J. S. GRAETTINGER, P. D. Coun, and G. J. Friou. 
Journal of Infectious Diseases [J. infect. Dis.] 83, 138-146, 
Sept.—Oct., 1948. 2 figs., 11 refs. 


This study was carried out on two groups of patients 
undergoing tonsillectomy: (A) 75 men between 17 and 
21 years of age transferréd from naval centres in the 
north (where streptococcal infections were common) 
for convalescence from an attack of rheumatic fever ; 
(B) 64 men from the surrounding country (Georgia) 
referred for tonsillectomy but without a history of 
rheumatic fever or tonsillitis within one month of 
admission. Cultures were taken from the throat and 
excised tonsil and from nasal secretion obtained by blow- 
ing the nose [for details see original paper], and Lancefield 
grouping and typing were carried out. 

Of group A cases 33-3% had group A haemolytic 
Streptococci in the excised tonsil and 2-:7% had these in 
the pre-tonsillectomy throat swab, compared with 15-6% 
and 3-1% respectively of patients in group B. These 
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figures are not comparable with those of Rantz (1941), 
since 3 of the 4 patients in the present study had had 
penicillin treatment immediately before tonsillectomy 
and others in the rheumatic group had had penicillin 
previously. 

In both groups A and B between 12% and 14% of the 
streptococci belonged to groups other than Lancefield A. 
Only 5 cultures could be typed. The incidence of ton- 
sillar group A streptococci was the same in a series of 
22 patients undergoing tonsillectomy while still in an 
active phase of rheumatic fever, and in 53 who were 
in the inactive phase as judged by absence of fever, 
arthritis, or arthralgia within one month of tonsillectomy. 
Both active and inactive subgroups recovered success- 
fully from the operation; they received 40,000 units 
penicillin intramuscularly every 3 hours. The results of 
culture, erythrocyte sedimentation rate measurement, and 
Weltmann coagulation test showed a similar curve in 
both these subgroups of group A and in group B. There 
was no adverse effect of this operation in any case. 

It is concluded that culture from excised tonsils gives 
more accurate data than do throat and nose swabs on 
the incidence of the streptococcal carrier state. 

E. G. L. Bywaters 


2643. The Role of Sulphanilamide Prophylaxis in 
Rheumatic Fever 

L. Stokes. Medical Journal of Australia (Med. J. 
Aust.) 1, 379-380, March 19, 1949. 


In Melbourne 211 children were given prophylactic 
sulphanilamide or sulphadiazine, many for a period of 
4years. At the age of 7 to 12 the dose of sulphanilamide 
was 0:5 g. twice a day, and that of sulphadiazine 0-5 g. 
once a day. There were no serious toxic complications. 

In the sulphanilamide series, comprising 565 person- 
years, there were 19 recurrences with a recurrence rate of 
3-4%. In the control series, totalling 971 person-years, 
there were 115 recurrences, a recurrence rate of 11-8%. 
The interval between commencement of sulphonamide 
prophylaxis and the last major episode of rheumatic fever 
was less than one year in 62%, 1 to 2 years in 26%, and 
2 years or more in 12%. There was a significant reduc- 
tion in the group A streptococcal carrier rate in the 
sulphonamide-treated group. 

[It is not possible to assess the significance of these 
figures because insufficient details of the experiment are 
supplied. There is no mention, for instance, of how 
the controls were chosen.] R. S. Illingworth 


2644. Action of Sodium Gentisate in Acute Rheumatism. 
First Clinical Trials. (Action du gentisate de sodium 
dans la maladie de Bouillaud. Premiers essais clini- 
ques) ; 

A. CAMELIN, P. Accoyer, J. PELLERAT, J. LAFUMA, and 
R. Corrautt. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris (Bull. Soc. méd. Hép. 
Paris] 65, 826-832, 1949. 2 refs. 


See also Sections Pathology, Abstracts 2297-8; and 
Cardiovascular Disorders, Abstract 2391. 
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History of Medicine 


2645. A Psychiatric Centenary (1848 to 1948) 
J. Bostock. Medical Journal of Australia [Med. J. 
Aust.) 1, 763-769, June 11, 1949. 


By outlining the careers of J. T. Digby and Francis 
Campbell this paper throws light on what the author 
rightly calls ** the little-known field of early Australian 
psychiatry”’. After a brief review of the historical 
setting in other States, the position in New South Wales 
is described, where in 1838 Digby and his wife arrived 
from England to be the first keeper and matron of the 
asylum at Tarban Creek on the site of the modern 
Gladesville. From the first Digby had to contend wtih 
staff difficulties, financial restrictions, and bureaucratic 
indifference or hostility; patients brought actions against 
him and Government committees investigated his 
activities. Through endless trials he emerges as a man 
who combined humane practice with an energetic 
concern for the welfare of the poor creatures committed 
to his care. He is shown as the man who “ initiated the 
system of voluntary patients in a State mental hospital 
department’”’. Digby’s successor was Dr. Francis 
Campbell, who in 1848 started a new series of case 
records at Tarban Creek. These records are generously 
quoted to substantiate the author’s claim that Campbell 
combined the hallmark of literary greatness with acute 
clinical judgment, thus properly entitling him to his 
position as father of clinical psychiatry in Australia. 
{It is to be hoped that much more of these remarkable 
records will now be made available.] The paper closes 
with an appreciation of the work of Sydney Evan Jones, 
whose death last year was a heavy loss to Australian 
psychiatry. Calvin P. B. Wells 


2646. The First Description of Yellow Fever; Joam 
Ferreyra da Rosa’s Trattado unico da Constituicam 
pestilencial de Pernambuco 

K. A. Baer. Bulletin of the History of Medicine [Bull. 
Hist. Med.} 23, 48-56, Jan.—Feb., 1949. . 17 refs. 


The name of Joam Ferreyra da Rosa is not familiar, 
even to the medical historian. Little is known of his life, 
save that he practiced medicine at Pernambuco during 
the latter part of the seventeenth century. He became 
an authority on bicha, or yellow fever, and in 1694 he 
published his only work, the Trattado unico. There 
may have been previous descriptions of the disease, but 
they are too vague to be definitely regarded as applicable 
to yellow fever. The Trattado unico seems to be an 
extremely rare book: besides the copy used by the 
present author, in the Army Medical Library at Washing- 
ton, only two copies have been traced—one in the British 
Museum, the other in the Library of Lisbon. 

Ferreyra da Rosa mentions the first necropsy ever 
performed on a victim of yellow fever. In 1691 Antonio 
Brebon was the surgeon aboard a merchantman in which 


an epidemic broke out while the ship was in harbour at 
Pernambuco. After the fourth death, Brebon secured 
the captain’s permission to open the body, and he found 
in the stomach and intestines a black liquid and a large 
number of worms, which he regarded as the cause of the 
disease. Ferieyra does not give credence to this view of 
the aetiology: he prefers to regard the fever as “* a special 
punishment of God for the sins of man”. The disease 
he describes, which had raged at Pernambuco for 7 years, 
was, in his experience, a new one. The majority of 
patients died within 6 days, and many in a shorter time. 
The incidence was greater in winter because of the 
greater prevalence of “ exhalations and vapours”. In 
one case a cooper, after opening some barrels of putrid 
meat, collapsed and died, and 4 or 5 persons living in 
the same house were similarly smitten. Ferreyra da 
Rosa classifies the symptoms under three heads: change 
of general condition, impaired action, and excretion and 
retention. ‘‘ A mild fever and great pain” are the first 
signs, and later there is “lack of spirits followed by 
debility of all parts”. ‘“* The pulse is frequent and 
listless and the patients have a laboured wavy respira- 
tion.” ‘* They also suffer from violent headache and 
from pain in the stomach. Other symptoms are vomit- 
ing, nausea, and “ strong insomnia’’. ‘‘ One has to fear 
two symptoms most of all, icterus and suppression of 
urine.” If jaundice appears before the seventh day, it is 
“a miserable sign’’, while suppression of urine is a 
certain forerunner of approaching death. On the other 
hand, recovery is the rule in patients who have pain all 
over the body as the only symptom. The patient who, 
up to the third or fourth day, has had no vomiting or 
diarrhoea may be expected to recover. Ferreyra has no 
great faith in remedies. He condemns indiscriminate 
bleeding and purging, and he advises only one drug— 
copaiba oil. This medicine had been described half a 
century earlier by other writers, apparently unknown to 
Ferreyra, whose description of symptoms is more 
valuable than his therapeutic suggestions. 

Douglas Guthrie 


2647. History of the Medical Association of Georgia 
1849-1880 

F. K. BoLaNnp. Journal of the Medical Association of 
Georgia [J. med. Ass. Ga] 38, 131-173, April, 1949. 


2648. An Historical Review of the Physical Examination 
of the Chest 

F. M. PotreNGer. Annals of Internal Medicine [Ann. 
intern. Med.] 30, 766-777, April, 1949. 23 refs. 


2649. Four Centuries of the Plague in England. II. 
From the End of the Sixteenth Century until the Plague of 
1665 

F. A. Kinc. Medical World [Med. World, Lond.) 70, 
252-257, April 15, 1949. 
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